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UK 1 0 ] 




[0 10 0] 

]_) 2 _ ( 6 _^ ^ 3 - try >>;v) -5-7x-;v-ih-h°7 , /-;v-3-*^ 
jK > H f- >v ^ x ;v 

T-fe f7x/> (9. 85g) <7>N, N- fiV-t;VA 75 F (80ml) 
0^6 0%*MtbV'>A (6. 5 6 g) fctn*. 3 O^-IBISIS* Lfco ->.=• 
^fyxf )V (2 3. 9 7 g) CON, N-yVf;V^;VA7 5 K (8 0ml) 1 0 

^ntiTList 1 3 mmmwLtzo m&m' 1 fi^m (nomi) ^tnxmttt 
is v a l o asm. mm * «mr^* L4-7x^;v-2, 4-y«v/^ 

Sxf^r^ ( 2 2. 9 6 g, fciftj) ^i»iLT#f; 0 z\1%&±.mmir & c\ k 

;v£x^y-;V (2 0 0ml) fc*»U ##00 2 60 5 - F7yV-2-^ >^rvt°y 
v> (11. 3 9 g) *2mx.4l$Wiin*fc»SEL;fco R)S»«E*«ffiT«* U# e> 

( 6 _^ 3 -tf y v;v) - 5 -7x.-;v- l h-h°9 3 -tj;v^>^^- 

fjViXfiV (16. 3 7 g, 6 1%) Srfih^Wi: LTftfco 
[0101] 

1 H-NMR (400 MHz, CDC 1 3) 8 \ 1 . 42 (3H, t, J = 7. 0Hz), 
3. 93 (3H, s), 4. 45 (2H, q, J = 7. 0Hz), 6. 73 (1H, d, 
J = 8. 8Hz), 7. 04 (1H, s), 7. 19-7. 26 (2 H, m) , 7. 30 
-7. 37 (3 H, m) , 7. 57 (1H, dd, J = 8. 8, 2. 6 Hz) , 8. 11 

( 1 H, d, J = 2 . 6 H z) . 
MS (ESI) m/z: 3 2 4 (M+H) + . 

[0102] 
2) SRSlfc^ 

_t!£l- (6 -* f^y - 3 -try - 5 -"7 1 H-tf^y-;v- 3 -7j 

^#>Rxf A'l^f ^ (16. 3 7 g) <D*9J—fr (2 5 0ml) igifcCN 1 MtctK 
fHb + 1 'J >7 AtM#VR (12 6ml) ^iDx 3 0 #RI*#L;fco RtB»«*«ffiT«* L 
# tLT^^^^Tfc £: yxf^-f ;v L /: Q Tfdf 1 5&j££Bbic*ifc (14 0 
ml) ££nxM14iU Sfcgtx^/i, £jJPx-»£B U »*£7K> MA^T^^i^Jc 

mwtr > y 9A-ctei»Lfco -Mm, »flt*«jET«*b*«<b-fr» (13. s 8 g , 9 

2 %) fcflttfc Ltf/Co 
[0 10 3] 

1 H-NMR (400 MHz, CDC 1 3) 8 : 3 . 94 (3H, s), 6. 75 ( 1 H, 
d, J =8. 8 Hz) , 7. 10 (1H, s), 7. 21-7. 27 (2 H, m) , 7. 
32-7. 39 ( 3 H, m) , 7. 58 ( 1 H, dd, J = 8. 8, 2. 6Hz) , 8. 
12 (1H, d, J = 2. 6Hz). 
MS (ES I) m/z : 2 9 6 (M+H) + . 
[0 10 4] 

[##$16] 3 -h K^^v try W 

[0 10 5] 

ffifiE# 2005-3017553 
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lit 1 1 1 

NHNH, 



N 



J°7°yl'i]^ (5 15g) «f (54ml) #*P,a«»t>^M 

(1 1) 2*** U S 6 8 .) «WW (3 0m 

16. 3 8 g, £*&) *r»fco 

iH-NmV (4 0 0MHz, DMSO-de) 5 : 7 9 3 (1H, dd J = 8. ^8 
5. 6Hz) ,8.09 (1H, dd, J = 8 8. 2 7 H z ) , 8 . 43 (1H, d 

J = 5. 6Hz) , 8. 51 (1H, d-like, J = 2. 7 Hz) . 
MS (E S I) m/z : 1 0 9 (M) + . 

minimi- ( 5 -*>**-2-*y**) -s-7x^-iH-er/-*- 

3 - * ;v^>^ 
[0 10 9] 

i 2 ] 



MeO 




CO„H 



[0 110] 

1 2-^nn-i-^S5y^ X (2 0g) <^y-;v (16 0ml) fc* (4 0m 

(15. 2g, 9 4%) £®#£LT#£o 

iH-NMR (4 0 0MHz, CDC Is) *:3. 7 1 (2H. br s) 6. 9 6 ( 
1H, dd, J = 8. 3, 2. 9Hz), 7. 08 (1H. d, J = 8. 3Hz) , 7. 
8 5'(1H', d, J = 2. 9Hz) . 
LC-MSm/z : 1 2 9 (M + H) + . 
[0 112] 

2 UR-7V-2-?D n f.)y> (18s) (3 6 0 ml) 

„££?,7i*n«***»« (4 0. 5ml) 

(2 3. 5mD *«ST», 2 0««S»U.f^^^-^ 

UiSE# 2005-3017553 
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^nnt°'Jv> (lOg, 4 2%) ^li^Uffco 

^H-NMRUOOMHz, CDC la) .12. 3 3 (3H .) . 7. 3 4 (IH 
d, J = 8 . 8 Hz) , 7. 4 7 (IH. dd, J = 8. 8, 2. 9 Hz) , 8. 2 1 ( 
IH, d, J = 2. 9Hz) . 
LC-MSm/z : 17 2 (M+H) + . 

3 UUhT^-2-rnn^y^ (lOg) O,,/-* (2 0 0ml) »ft 

^> Wn^^7.- (IB*** *> «U-.nn-5 
-HFn4^Jy> (6. 8 6g, 9 1%) *H#i: Lt:#fco 

'H-NMR (4 0 0MHz, DMSO-de) * I 7. 2 4 (IH. dd, J F = 8 . 8 . 
2. 9Hz), 7. 2 9 (IH, d, J =8. 8Hz), 7. 9 1 (IH. d, J -2. 
9H z) , 10. 2 2 (1 H, b r) . 
LC-MSm/z : 130 (M+H) + . 

4 UH^nn-;^r^r^y^ (1. 30g) fca^tJ d. JB. 

4 0g, 9 8%) *®#fcb"C#7to 

ir-VmVu 00 MHz, CDC Is) 8'.3. 85 (3H, s), 7. 17-7. 2 
5 (2H, m) , 8. 05 (IH, d, J = 2. 9Hz) . 
LC-MSm/z : 1 4 4 (M+H) + . 
[0 118]_ 

5 V42-^2-5->Ur^y^ 5 (4. Og) ©fcK?*>-**I* (3 0ml 

7 0 5 m g , 18%) LTTWfco 
LC-MSm/z : 140 (M+H) + . 

6) I ;i 1 (5-^h^-2-lfy^) -5-7x,;V-lH-^7^-3-*^ 
i;i v _ n^^V^r/txf^f^ (1. I2g) O*^-* (2 5 m 

*W ******** * y * A^«tn£«u $ e> c*** 

*fHn7f^7^- (^^^->-«ccf-;V) f«IU- ( 5 - > b * ✓ 2 

miE# 2005-3017553 
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HiJv;V) -5-7x^-lH-^V*HV-3-*;^>txf;^f^ (7 0 5 
mg, 4 3%) t7^;>7 7^iU#/:o 

■H-NMRUOOMHz, CDCls) 42 (3H t, J-7. lH«), 

3. 88 (3H. s) , 4. 45 (2H, q J -7. 1 H . ^, 7 0 3 ( 1 H. .) 

7. 22-7. 32 (6 H,m), 7. 45 (1H, d, J -6. 8Hz), 8. Ub 
' (1 H, d, J = 3. 1 H z ) . 
LC-MSm/z :3 2 4 (M + H) + . 
[0 12 1] 

»«im**l*.XT» (7 0 0mg) (7ml) * t Jl ° 17, 

gaE**ETa*L»S-|b-frl» (6 0 2mg, 94%) *H#Hilff.. 

■H-NMR (4 0 0MHz, CDC 1 3) *:S. 89 (3H. s) 7. OMlH, 
s) , 7. 2 3 - 7 . 3 5 (6 H, m) , 7. 4 6 (1H, d, J = 6. 9 Hz) , 8. 
0 8 (1 H, d, J =3. 1Hz). 
LC-MSm/z: 2 9 6 (M+H)*. 

mlmlVi- ( B ->h*f-2-tfjf*) -5- (2-ww) -ih-« 

[0 12 4] 
[4b 1 3 ] 



MeO 




GO,H 



4V>-7K» (10ml) tan*., i3»«L/:o ^^ff^iSf 

lKK7y^'Jy> (7. 6 1g, 9 6%) ^l#^t#/:o 

iH-NMRUOOMHz, DMSO-de) 8 \ 6. 6 7 (1H, d, J = 9. OHz 
) , 7. 5 5 (1H, dd, J = 9. 0, 2. 4Hz), 7. 6 4 (1H. b) . 8. 0 

0 (1H, d, J =2. 4Hz) . 

EI-MSm/z I 18 8 (M + ) . 

2) l ?i 2 (5-yn*-2-H-V^) -5- (2-*V**) -lH-^V-;V-3 

± |E5-7D^-2-t:F7y/^'iy> (7. 1 2 g) k##«4©4- (2 t J 

{BiE#2 005-3017553 
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*JM -2 4-y^V^>Sxf^fiV(8. 3 8g) c7)^^ ^ -^V ^ 1 2 6 
ySifUJf* (11- 6g, 82%) «*tlT#i. 

.H-NMRUOOMHz, CDCU) *:1 .42 (3H t J=7 .2H.) 
4. 45 (2H, q. J = 7. 2Hz) , 7. 20 (1H . s , 7. 2 3 7. 2 5 
t it \ 7 a Q M H dd T = 7. 8, 0. 7Hz),7. / 2 / . / o v 
2H, «>'. 7'. 95-7 '.? ('lH, ») , 8. 26 (1H, d, J-2. 2Hz) 

8. 45-8. 46 ( 1 H, m) . 
EI-MSm/z : 3 7 3 (M + ) . 
[0 12 9] 

T^rf>#H*T, S»T?Ji«l- (5-7n*-2- n ; sW * )' ( 
)v) - 1 H-e^/-^- 3 -*;v#>txf i^^fiv (3 . 00g)<o^ v( 

LhS Vt f fo 2 3 1 g) ^Dnx. 4 7«f«ftHH«tfc. KJ&tftk* ( 5 0 

4r*L*:o »ET»»t«*t««^* (1. 6 8 g, 7 1%) *Hff U 

iH-NMRUOOMHz, DMSO-de) * : 4. 17 (3H. s) . 7. 56-8 
. 7 1 (8H, m) , 13. 3 5 (1H, s) . 
FAB-MSm/z : 2 9 7 (M + H) + . 

ii%ml\- + -5- - ih- 

9 y- ;v - 3 - * ^ a? yf 
[0 13 2] 
[ft 1 4 ] 



MeO 




CO z H 



[0 13 3] 

-SlJSS^-tK^^U^^ (1. 5 9g) k #*m«>4- (2-«* 
;v) _2 4-vt^V7*r/ixf^f)V (2. 4 5g) ^^"^ (6 0ml 

mfE# 2005-3017553 
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) mm* 6m$mmwmk, KBWL^m&m dmi) ^^dx, ^tciraMisi 

- 1 H - H 7 V- JV- 3 - A ;v#>ixf ^xt; f ^ (1. 50g, 4 1%) £EH£fc L 
[0 13 4] 

1 H — NM R (400MHz, CDC 1 3) S \ 1. 44 (3H, t, J = 7. 0Hz), 
4. 46 (2H, q , J = 7. 0Hz), 7. 23 ( 1 H, s) , 7. 24-7. 27 ( 
1H, m) , 7. 6 2 - 7. 6 5 (1H, m) , 7. 69 (1H, d , J = 9. 0Hz) 
, 7. 76-7. 81 ( 1 H, m) , 8. 10 ( 1 H, d, J = 9 . 0 H z) , 8. 40 
(1H, d, J = 4. 6 H 2) . 
LC-MSm/z 13 3 0 (M + H) + . 
[0 13 5] 

2) 1- ( 6 h ^y- 3 - fef V yV-Jl>) - 5- (2-tf'Jv^) -lH-tf9!/- 

;v- 3 - * f;i/xxf;v 

±IHl- (6 -y* no- 3 -tfy -5 - (2-t°Uv;i/) -lH-tf^y- 

/u- 3 -*;v**>ixf;i/i^f;v (1. 5 0 g) <n**J-fr (4 5ml) »ii!EC2 8 
% + h V ^ A ;* KyF-^^- ^v#?£ (3ml) * ftOx. 2 B#|BMmfc«iK Lfco 

^ ^> 'J * r;v ^ n v f ^ 7 7 -f - (5^m^f-^-^^r^^) tilll- (6- 
^ b^y-3-t°Vfyx;v) -5- (2-tfVv^) - 1 H- tf 9 V*-;k- 3 - 
y|^f;vx^/jv (480mg, 34%) %mfc£ LT#£o 
[0 13 6] 

1 H — NMR (400MHz, CDC 1 3) 5:3. 99 (3 H, s), 4. 10 (3H, 
s ) , 7. 15 ( 1 H , d, J = 9 . 3Hz), 7. 21-7. 23 ( 1 H , m) , 7. 
24 (1 H, s), 7. 58-7. 61 (1 H, m) , 7. 73-7. 78 (1 H, m) 
, 7. 93 (1H, d, J = 9 . 3Hz), 8. 40-8. 41 (1H, m) . 
LC-MSm/z : 3 1 2 (M+H) + . 
[0 13 7] 

3) mmt&w 

±151- (6 -H" 1 ; VP-fr) -5 - (2-H°yy;v) -lH-lf^y 

— ;v — 3 -*H'^f)mf* (4 7 5 mg) (l 0 m 1 ) i: + f-7 
HFn77> (10ml) mWLfc, 1 fl5e7jtfHk+ h V (3ml) fcin&M. 
t2 0WLt R«5ifcfc*?frT 1 &SfettBfcta** (3ml) £ftnx. fftJf^ 
C^nn^M-^;^ (1 0^1) in »Jt£fc7]t«v^ 
* v -7 A T^iejft L fc e »I*«EETS* UIM^% (300mg, 66%) * 

[0 13 8] 

1 H — NMR (400MHz, DMSO-de) 5:4. 04 (3H, s), 7. 32-7 
. 35 ( 1 H, m) , 7. 41 (1H, s), 7. 49 (1H, d, J = 9. 3Hz), 
7. 80-7. 82 ( 1 H, m) , 7. 87-7. 91 (1 H, m) , 7. 99 ( 1 H, 
d, J = 9. 3 Hz) , 8. 35-8. 36 ( 1 H, m) . 
LC-MSm/z : 2 9 8 (M+H) + . 

[0 13 9] 
Bft) 

1) 4- (2-H°V^;V) -2, 4 -VOc^vT* VW.ff-frx.KJ-tl' 
7;v=f>#H50\ ya7ly^f;v (5. 0 0 g) fc + 1 0 £ V * v F ( 2 . 2 

ffifEiff 2005-3017553 
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^-v: 23/ 



CO**;-* (2 6ml) m-mz., ^2-7^;VHV^ (2 5 6 g) <0 



iH*L4- -2, 4-y^V7r/i^^r^ (3. 4 4 

g , 7 9%) UT#fco 

'H-NMRUOOMHz, CDCls) 5 13. 94 (3H , s) 7 5 4 - 7. 5 
0 (1H. m) , 7. 64 (1H, a) . 7. 9 3 - 7 8 9 (1 H. m) . 8 . 1 9 
8. 16 (1H, m) , 8. 7 4 - 8. 7 2 ( 1 H, m) . 
E I -MS m/ z : 2 0 7 (M + ) . 

2) l ;i(l-^n-3-e^y^) -5- ( 2 - U **) -lH-lf?^ 
^ fW;^v^ (2. 8 9 1 g) (10 0ml) 

rr-K^i. n_ (6-?nn-3-K''i^) -5- (2-HW;v) - 1 H ^ 7 
5Ij-3-*^>Bft^^^ (3. 169 g, 5 0%) ^^tt#/:o 

'H-VmR (4 0 0MHz, CDCls) * : 4 0 0 (3 H s) 7. 24-72 
8 (1H. m) , 7. 24 (1H. s) , 7 6 4 ( H t, J - 7 . 8 . 1. 2H 
s - vn / i it d t=9 0Hz), 7. 79 (1H, td, J-7. 8, 1 
Z VH Z i , 8.H'UH J d, J=9. 0Hz) , 8. 38-8. 4 1 (1H. m) 

ES I-MSm/z : 3 1 6 (M+H) + . 

h*Bl- (6^nn-3-f'Jfy^) -5- (2-tiVv;v) -1H ^£ 
fl*^***-***^* (2- 98 lg) <^*/-;V (19 0ml . 
^-.^y^T^VF ( 1. 5 3 0 g) tMHMWU.^ * 

Sov;V) -lH-«V*-JV-3-#^>m^^*^ (2. 571g, 8 7/o 
[0 14 4] 

-^3-**#>«***«^ (2. 2 0g) (3 0ml) r > * 

, H7?> (3 0ml) »**«^ IS-eiiWIbtH^M* (1 5ml 

i;vi_^^y-;v (10MD ii/fr***in*.fr«U > 1 W 

ffiffifl#*»JfcL*^fr&* (1. 4 2g, 4 7. 6/6) Sr^o 

- _ ;V ) _ i h - tr 9 v*-;v- 3 - * ;v*k >Bfe 

ffi|E# 2005-3017553 
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[0 14 6] 
lit 1 5 ] 



I 




4- >Z*y>wtsT*Ylts> ( 1. 2 2 4 g) t->^iv^Ml ; 77 

#<0*ft-C4- (4-^W^7x_;V) -2, 4 /^;77/fc>r 
t-;v (7 4 2 mg, 3 9%) S:fl#tLTftfco 

i H -NMR(4 0 0MH«, CDCh) ,13. 10 (6H a) . 3 9 3 (3 H 
s) , 6. 6 9 (2H. d. J =9. 0Hz) . 7. 0 1 ( 1 H. s) , 7. 9 2 (2H 
, d, J=9. 0Hz) . 
E S I -MSm/z : 2 5 0 (M+H) + . 

2) l !- 4 (6^nn-3-ifV^) -5" (4-^W^7x^v) -1 
(6 7 9 mg, 6 3%) Uftfc. 



, J = 9 . 0 H z) . 

E S I -MSm/z : 3 5 8 (M+H)\ 
[0 1 5 1 1 

iH-^/-*-3-*^>^f^^ (6 7 9 mg) (5 0m 

-til Ln*'>K (3 0 7 mg) 1 3lPttlIIt^ RIfcifc 

^nn^lLSt, «I^MtFV^«tf:o HSU*. *** 
JjtETfl*t»ift^» ( 5 9 2 mg, 9 1%) 

'H-NMR (4 0 0MHz. CDCh) *:2 9 J r (6H, .) 4 1| j (3H 
s) 6. 6 4 (2H, d, J =8- 8 Hz) , 7. 0 1 (1H, s) , 7. 0 7 (1H 

tBfiE# 2005-3017553 



#11 2004-012154 



25/ 



, d , J = 9 . 0 Hz) , 7. 15 (2H, d. J = 8 . 8Hi), 7. 6 0 (1H. d 
, J = 9 . 0 H z) . 

ESI-MSm/z I 340 (M+H) + . 
tf 9 v*- ;v - 3 - # ^ >^ 

[0 15 4] 
[ft 1 6 ] 



MeO 




/V-CO.H 



[0 15 5] 

^ 9 a qT- 2 4 9 21 1 9 6 4^) tMU5-^nn- 2 - t Fn^rv^y 

r t K7 v ( 1 . 3 9ml) £ inx-^Tr 1 5 0 #W»B-», 8 0 CT 1 b 

(iSl 0) »^**lnit*«U f«i»»H ^«L : 0 
Slit, «E«^*L5-yon-2-n'7yn7V>(0. 3 2 5 g, 16 

%) £SHfc£ Lt#to 

iH-NMR (4 0 0MHz, DMSO-de) *:4. 3 2 (2H, br s), 7. 9 
2 (1H, s), 7. 99 (1H, s) , 8. 1 3 (1H, s) . 
E I -MSm/z : 1 4 4 (M + ) . 

2) [ !- 5 ([Uo-2-^v^) -5- (2-^;v;v) -iH-^^v- 

*x;V (0. 414g) ^5-,nn ; 2- t 7 y H (0 2 8 9 g) * 

fflV^T ^##U90Bft) ©2) t|WJ*077^-e> I" (5^ D °- 2 _ ^ y 

0 g, 4 1%) &H#fc LTftfco 

^H-Vm'rUOOMHz, CDCls) 9 I 4 0 0 (3H. s) , 7. 2 6-7. 2 
8 (2H, m) , 7. 59-7. 6 1 (1H, m) , 7 7 7 - 7 8 1 ( 1 H m) , 

8. 2 5 - 8. 2 5 (1 H, m) , 8. 3 9-8. 4 1 ( 1 H. m) . 8. 8 5 8. 8 

4 ( 1 H, m) . 

FAB-MSm/z : 316 (M+H) + . 
[0 15 9] 

3) mmit-^m v'n^n^ - 1 H-n°^v'-;v 

h = ?1 _ (5-*on-2-t'5^-^ -5- 1H f^i, 

(0. 2 5 4 g) C*^-* (5. 

fU|E# 2005-3017553 
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^-v: 26/ 



,,,,.,,-^-(0 i 3 g ) £Unx 7 0 53-Min»ai«bfco * (s. i 

r ; ' ' . SJ b ^ i o ^p B m#b/-:o RlB«tK 1 m^M7Xi#m (2. 41ml) 
9 %) LT#fc 0 

■ hLVmV '< 4 0 0 MH . DM S O d ) . : 3 9 « M j . H . > 7 » . - 7 

lUH, 1 ") 3 3 - 8. ( 3 4'(lH; »j , 8. 52 (1H, s), 13. 15 

( 1 H , b r s ) . 
FAB-MSm/z : 2 9 8 (M+H) • 

[#^ 6 12] 1- (6-^;V-3-eV^V) -5- - lH-« 

[0 16 2] 

i 7 ] 




/>— CO z Et 

\\ " 



Ssl^f^gW. «*«=x« *£t 5-Tf t x ' 

7^-2-^1^;^ (6- 7 9g, 8 7 96) *?**^»* 
(5. 17 9g) ^K|#J2hWt5-Hfr,7-2^ 
f-;VH°L>v> (0. 8 4g, 3 2%) Srl#fcb"C#fto 

XH-NMR UOOMHz, CDsOD) *:2. 38 (3H s) , 7 0 6 ( 1 H 
d. J =8. 3 Hz) , 7. 2 1 (1H. dd. J = 8. 3, 2. 5Hz), 7. 99 ( 
1 H, d, J = 2. 5 H z) . 
LC-MSm/z : 1 2 4 (M+H) + . 

2: ^«^. 2 .,^ ljr , (1 . 2 0g) fc##«404 - (2-^ 
yif-2 -y^V^^W^^ (3. 4 8g) MV^#W5« 

2?in*»*** mmtlm io. 4 5 9 g , 15%) t»«*tL^. 

'H-NMRUOOMHz, CDC Is) *: 1 . 4 3 (3 H t 1 i k e . J = 7 . 
3Hz) , 2. 60 (3H. .) . 4. 46 H, Q » J = 7 3 H z ) 7 20 
7. 50 (4H, m) , 7. 6 7 - 7. 8 0 (2 H. m) , 8. 39 (1H, bv) , 
. 5 1 (1 H, b r) . 
FAB-MSm/z : 3 0 9 (M+H) + . 
[0 16 7] 

miE#2 005-3017553 
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[##M13] 1- (6-*>**-3-lfy**) (3-^v-*) -1H 

[0 16 8] 
[it 1 8 ] 



MeO 




2) 



1 } T t J£h*- 7 8 ***T, 3 - T * U * v > < 2 0 9 7 g ) »r ^ 
,f EfW^S (1 9ml) «TU»H«;U. Re*^^l^ 
J (4. 0 5 5 g) «n7tF077> CS l;il?*i^%iSft22 S 

7r/I^^^JV (2. 63g, 7 3%) tffl#fctT^. 

■H-NMrIoOMH, CDC13) r 3 9 7 (3 H, s ) 7 7 3 ( 1 H 
dd j = 8 . 5, 5. 1Hz), 7. 96 (1H, s). 8. 28 (1H, dd, J 
8 5, 1. 8Hz) ,9.38 (1H. dd, J-5. 1. 1, 8Hz) . 
E S I -MSm/z I 2 0 9 (M+H) + . 

[ ;i 7 ( 6-^^-3-av» -5- (3-*V^*) -1H-^/- 
j, 3fi4 _ (3 _viij^v-;v) -2, 4-yt^v^^fjvxxr;v (1. 08 

^f)M3 0 9mg, 19%) tlftkLTftfc. 

iH-NMR (4 0 0MH Z , CDC h) *:3. 95 (3H s) . 4 00(3H ( 
8) . 6. 80 (1H, d, J=8. 8Hz) , 7 4 3 ( 1 H s) 7 51 ( H 
d J = 3. 4 Hz) , 7. 7 0 (1H, dd, J = 8. 8, . 7 Hz), 8. 11 
'(1H d, J = 2. 7Hz) ,9.15 (1H, t, J = 3. 4Hz) . 
E S I -MSm/z 13 12 (M+H) + . 

3) _ 5 _ (3 _ tfi; ^ r ) -lH-«vr 

4-3-*;v^^f-^x;v (3 0 9 m g) (2o m i) »* 

*ftiJ*-*A-*»W (4 2mg) ^tnxT18^n«^L^o BUS*** 
W§*Li«» (3 2 2 mg, &*) ^7^77XtLt^o 
ES I-MSm/z :2 9 8 (M+H) + . 

[t UiIl] 5- (5-^v^v-2-^v;v) -1- (6-*>**-3- 

m«E# 2005-3017553 



mm 2004-012154 



^-v : 28/ 



[0 17 5] 

Mb i 9 ] 




* (2oo m i) »^ ^^^iJ^v^i^l^iiS 




(«^;V-""-9-V) fffiSU-^vW^^-^^'-JvV (4. 14 
g , 2 3%) «tLt#/;o 

■H-NMRUOOMHz, CDC la) *12. 4 8 ( 3 H s ) 5 0 8 (2 H 
^ 7 0 5 ( 1 H d, J = 8. 5 Hz , 7. 1 6 (1H, dd, J -8 5, 2 
9Hz) 7. 31-7. 43 (5H. m) . 8. 26 (1H. d. J-2. 9Hz) 

E I -MS m/z : 19 9 (M + ) . 

[0 17 8] M , , 

ViR-^>^;V*^v-2-^f-;VH^; v> (4. 13g) (83ml) 

V?^?-f?;v-t- ^w 5 ^n„) ^v f v^*t(4 

Vfvlr-V (9 ml) *ttfc, IfitHJxWr/ (6. 3 5ml) **nx.6 1 
^7?K (3. 7 5g, 6 6%) »tLt1l/: 0 (FAB-MSm/z . 

TfflSbt- (5-^v>t^>-2-lfJ^) (1. 4 7g, 4 7%) * 

iH-NMR (4 0 0MHz, CDCla) *:2. 67 (3H. s) ^ 5 18 ( 2 H. 
S ) 7 3 0 - 7. 4 5 (6 H, m) , 8. 0 3 ( 1 H, d, J -8. 8 Hz) , 8. 
' * mm2 005-3017553 



#11 2004-012154 



^-v : 29/ 



3 9 (1H, d, J = 2. 7Hz) . 

E I -MS m/z : 2 2 7 (M + ) . 

3) I 4- 8 (°5-->v;^^v-2- t f 1 ;v;v) -2, 4-v^vyr/ixf;vx, 

f T^->fi^ tf'J^xRvF (0. 8 7 4 g) ^^^inO 

^^r-;v (i. 3 8g, 6 6%) zmfctuxntzo 

'H-NMRUOOMHz, CDCh) * I 1. 3 8 - 1- 4 2 ( 3 H m) 4 3 
5-4. 42 (2H, m) , 5. 20 (2H. s) 7 . 3 5 - 7 . 4 4 ( 6 H m) 
7. 5 9 (1H, s) , 8. 14 (1H, d, J = 8. 8Hz), 8. 44 (1H. d. 

J = 2 . 7 H z ) . 

E I -MS m/z : 3 2 7 (M + ) . 

(1 3 7g) r^;5 2 ^5-^K9vV-2-^^v^Vv> (0. 699 
^*y-;l (2 7mT) »,W(0. 9 5 8ml) ^ 

i***«»t > A-c«»Lfco ***** ZSIht-Ts 

^,v-2-H°Uv;v) -1- (6-* Y*is-3-KV v;v) ^ ^ 

*;v**>m^^*^ (i- 50 ^ 83%) 

iH-NMR (4 0 0MHz, CDCh) 4 2 (3H t . J = 7 . 1H z ) 

3. 95 (3H, s) , 4. 45 (2H, q, J = 7. Hz) , 5. 10 (2H, s) 
, 6. 7 6 (1H, d. J = 8 . 8Hz), 7. 18-7. 42 (8H m) 7 6 6 
(1H, dd, J = 8. 8, 2. 7 Hz) , 8. 10 (1H. d. J -2. 7 Hz) , 8 
. 2 8 (1H, d, J = 2. 7Hz) . 
FAB-MSm/z : 4 3 1 (M+H) + . 
[0 18 4] 

5 _ (5 _^^V-2-eV^) -1- (6-7 ✓ 3 ^ > y V) 

nn*;uA^#MLltemm7Xv« (8. 6 5ml ^ 

h ttSO*. *«t*ET«*t»M^U ( 1 • 2 7 g, 9 1/o 

[0185] , „ TT ^ c i l f 9 M 

1 H-NMR (4 0 0MHz, CDC Is) »:3. 9 (3H. s) 5 11 (2H 
s ) , 6. 7 5 - 6. 7 8 ( 1 H, m) , 7. 2 2-7. 4 1 (8H, m) , 7. b b <, 

tfjf£#2 005-3017553 



#11 2004-012154 



i—y : 30/ 



1H. dd. J = 8. 8, 2. 7Hz) , 8. 11 (1H. dd. J«2. 7, 0. 7H 
z) , 8. 30 (1H, dd, J = 2. 7, 0. 7Hz) . 
E I -MSm/z : 4 0 2 (M + ) . 

[^; 6 B] 5- (S-V^T*,^*) "I" C6-*>+*-3-«'>* 

[0 18 7] 
[ft 2 0 ] 



MeO 




^%7,±lZ*i%%ll&l»*XT» (3. 3 0g, 9 0%) t«WlU« 

o 

'H-NMRUOOMH, CDCls) ^ OH t, 1-7 1*,). 

2. 8 7 (6H. s) , 3. 9 3 (3H, s) 4 . 4 6 ( 2 H , . J J . 1Hz 

) , 6. 50 (1H, d, J = 7. 6Hz , 6. 5 4- 6. 5 5 (1H, m) , b. 

9(1H, dd, J = 8. 3, 2 4Hz) 6 . 73 ( 1H d J-8. H 

7. 03 (1H, s) , 7. 16 (1H, dd, J = -8 . 1 . 7 8H z ) 7 . 

1H, dd, J = 8. 8, 2. 7 Hz) , 8. 15 (1H, d, J -2. 7 Hz) . 

E S I -MSm/z : 3 6 7 (M+H) + . 
[0 19 0] 

2) MMit^ jv*.* y o_v°ii^jv) -1H- 

ixf;v^n£ML, tsi^«r^^ A «y;; .f™^ ****** 

T«*b««^« (1. 5 6g, 5 1%) tWT^U^, 

^H-VmrUOOMHz, CDCls) ,:2 8 8 (6 H .) . 3 9 4 (3H 
s) , 6. 5 0 - 6. 5 2 ( 1 H, m) . 6. 5 5 - 6. 5 6 ( 1 H, m) , 6. 7 1 I 

ffifiE#2 0 0 5 - 3 0 1 7 5 5 3 



#11 2 0 0 4 - 0 1 2 1 5 4 



^-v: 31/ 



i « ^ T-R 3 2 7Hz), 6. 74 (1H, d, J = 8. 8Hz), 7. 

h! 3 s)" 8 7 3 'i 2 B-(Ih, dd J=8. 3 7 8Hz) 7 5 9 ( 1 H 
dd, J = 8. 8, 2. 7Hz), 8. 16 (1H. d. J-2. 7Hz). 
ES l'-MSm/z : 3 3 9 (M + H) + . 

[#^016] 1- (6-^^>-3-^v^) -5- lA-*+»-2-*> 
v;v) - V— ;v — 3 — # >^ 

[0 19 3] 

Hfc 2 1 ] 



MeO 




CO a H 



[0 19 4] 

.;v;v) (l. 64g, 70%) t»«**fctt1lfc. 

'H-NMR (4 0 0MHz, CDCls) *:2. 88 (3H. .) • J- ^ 
s) 7. 23 (1H. dd, J = 4. 8 8, 0. 86Hz) 7. 81 (1H, d , j 
= o! 8 6Hz) , 8. 4 8 (1H, d, J =4. 8 8Hz) . 



^!5y-5™r-2;"4-5i?V^>S-*^^r^ (2. 3 5g, 8 2%) i® 

iH-NmVuoOMH.. CDCls) ,11. 40 (3H t J^. OSHx) 
,2.49 (3H, s) , 4. 39 (2H. Q. J-7. 08Hz) , 7 3 8 ( 1 H 
d, J = 4. 8 8Hz) , 7. 4 7 (1H. br) , 8. 0 1 (1H, s) , 8. 
1H, d, J =4. 88Hz). 
EI-MSm/z : 2 3 6 (M + H) + . 

3 ) l !- 9 (6 1 - ? an-3-e. ) ^*) -5- (4-^*-2-^V»*) -1H 
2. 35g) t3-^nn-6-KF7y^t'Jy^ U • » g ; 



mm 2005-3017553 



mW, 2004-012154 



^-v : 32/ 



xXrJKl. 19g, 3 5%) t7^7T^kUftfco 

'H-NMRUOOMH,, CDCH) *: 1. 43 (3H t J = 7. 08Hz) 
? 41 (3H s) 4. 48 (2H, Q, J = 7. 08Hz) , 7. 07 (1H 
' ?' 7 9 i (1H a) 7 4 7 ( 1 H, s) , 7. 7 0 (1H. d, J = 9. 0 

3Hz) 7 ; 8. 09 H ('lH! dJjiJ.OSH.). 8. 23 (1H. d. J-B. 1 

3 H z ) . 

EI-MSm/z:3 4 4 (M+H) + . 
[ 0 2 0 0] 

h=5 1 - ( 6 - * n n - 3 - tf U yV-fr) - 5 - J ^'W * 

t V a'^vK (3 8 0mg) MItlDilJ. ?55f 

MttSm-* "> * A i§«**ffTf* L*AfK n ^ l b b u m g 

5 2 96) £HH*t L-C#^o 

iH-NmV (4 0 0MHz. DMSO-ds) *:2. 3 7(3 H, s ) 4. 0 2 (3 
H s) , 7. 2 0 (1H, d, J=4. 8 8Hz) , 7. 3 7 (1H s) , 7 46 

(1H d J = 9. 28Hz) , 7. 72 (1H. s) , 7. 96 (1H, d. J-9 
2 8Hz) , 8. 2 1 (1H, d, 4. 8 8Hz) . 
E I -MSm/z : 3 1 2 (M+H) + . 

5- (4-v, W ^7x„) -1- 
;V) -iH-tfyy-^-S-*^**^ 
[0 2 0 3] 
[lb 2 2] 




CO,H 



MeO 



1) l ° 5 ! 0 ( l ] _^ W ^7x,;v) -i- (6-^*v-3-^;v;v) -1H 

^xf^F (1. 3 6g) ^^/-;V (5 0ml) ^Cv^fyxf 
;v (2 7 2ml) 2: 4 ' -v^W^7^7x^ (1. 6 3 2 g) J - 

mtiE# 2005-3017553 



#M 2004-012154 



^-v: 33/ 



-I'vJvm^^x^ (2. 134b, 5 8%) «»at||/: 0 

'H-NMRUOOMHz, CDCI3) * : 1 • 4 2 ( 3 H t J = 7 . 1 H z ) . 

2 6 9 7 6 2 (6 (2 H S V !- 9 8 4 8 C ") .'V. 73 (1H ( I J = 8~8Hz) , 6 
; 6 9 4 6 (lH ( , 2 s), d V J 06*( 2 H, V. J-8. 8Hz) 7 5 8 (1 H. dd. 
J = 8. 8, 2. 7Hz), 8. 16 (1H, d, J = 2. 7 Hz) . 
E S I -MSm/ z : 3 6 7 (M+H) + . 

H ^^ v J ; t-3-I;viym^^x;v (2. 13 4 g) *ffiv>T, ##fl 1 5 
02) 2: n*©#ife"C*»frfr« ( 1- 7 7 7 g, 9 0%) 

iH-NmV (4 0 0MHz, CDCls) * : 2. 98 (6H s) 3 9 6 (3H 
s) , 6. 63 (2H, d. J = 8. 8Hz) . 6. 75 (1H ' ^"T?'/?S d 
, 6 9 9 ( 1 H, s) , 7. 07 (2H, d, J = 8. 8Hz) 7 5 8 ( 1 H. d 
d J=8. 8, 2. 7Hz) , 8. 18 ( 1 H, d. J = 2. 7Hz) . 
ESI-MSm/z : 3 3 9 (M+H) + . 

dmnl] 5- (5 -,^m,-2-^j^) -1- cs-^;^) -i 

H — tf 9 V- /]/ — 3 — * >H 

[0 2 0 9] 

m 2 3 1 




[0210] 

^sir^'S^rVi 3. og) *tfv>-c, #W2kW*©#fe-*3-nK?s>>' 

tf 1; v > "( 1 2 . 5 g , 8 3 %) 

•H-NMRUOOMHz, DMSO-d.) * : 4. 0 2(2H,br s) 6 8 
9 (1H, br s ) , 7. 0 4-7. 12 (2H, m) , 7. 7 6 - 7. 7 8 ( 1 H, 

m) , 8 . 0 8 - 8. 0 8 ( 1 H, m) . 
E I -MSm/z : 1 0 9 (M + ) . 

2) l \ 2 J&\-«yv»***-2-W>Jrt -1- (3 -ih-W 

(7. 6 1g) l±.m3-*W;*ir' (3 0 4 .) M 
leijyj) _ lH -^7y-;V-3-*^>@|xf;vx7r;V (7. 3 8g, 79% 

ffiIE# 2005-3017553 



mm 2004-012154 



^-v: 34/ 



1 H — N MR (4 0 0MHz, CDCls) 44- . 4 (3H m) 4 4 

9-4. 4 3 (2H. m) . 5. 10 (2H, s) . 7. 2 0 H, s , 7. 25 C 
1H, dd, J = 8. 8, 2. 9 Hz) . 7. 4 1-7. 3 5 (7 , m) , 7 . 
7. 82 (1H, m) , 8. 23 (1H, d, J-2. 9Hz , 8. 5 2 8. 5 2 ( 
1H, m) , 8. 5 9 (1H, dd, J=4. 9, 1. 5Hz) . 
FAB-MSm/z : 4 0 1 (M+H) + . 
[0 2 14] 

y ^-3-*;vi^JX-xx;v (5. I6g) ^#PJ14,5) fcW 
ft^ffi-ClMMfrfrW (4. 6 1g, 9 6%) tlfttttftfc, 
[ 0 2 1 5 ] 

1 H-NMR (4 0 0MHz, DMSO-de) * : 5. 5 0 (2H s) I , 7. 5 8-7 
. 58 (1H. m) . 7. 6 6 - 7. 8 5 (7 H. m) . 8 . , 0 1 ( H d J-8. 
8 Hz) 8 0 9 - 8. 1 2 ( 1 H, m) , 8. 5 0 (1H, d, J-2. 9Hzj 
8 8 2 UH, d, J = 2. 4Hz) , 8. 9 2 - 8. 9 0 ( 1 H. m) . 13. 40 
(lH.br s ) . 

FAB-MSm/z : 3 7 3 (M+H) + . 
immll 1- (5-^V^-l, 3, 4-f7v7>/-;V-2-^V) -5- 

( 2 - e v v;v) - l h- if v v"-;v- 3 - * 

[0 2 17] 
[4k 2 4 ] 




[02 1 8 1 

® ( o. 40g ) (6omD «^ 0C ^;!^;i;jt! n" 

n^VA) f«lL2-^n-5-xf;vft-l, 3, 4-f7/7; 
9 g , 6 7%) ^*tU#f; 0 

iH-NMR (4 0 0MHz, CDC 1 3) § '. 1 . 48 — 1. 44 (3H, m), 3. 3 
0-3. 3 6 (2 H, m) . 
FAB-MSm/z : 181 (M+H) + . 

[0220] , , 

2, i,-;nn-R-x^*-l. 3, 4-f7v77-M2. 9 8 g) ^ 



2 (so»n *mt?*Z%ZV?>S*^* (iomi) 

»****in*.fl-*u #to©****ET**l 5 -^+;v+ + - 2 

mSE# 2005-3017553 



#IS 2004-012154 



^-v: 35/ 



1, 3, 4-f7vTV-)V (2. 6 0g, 8 9%) ilfrtLt^o 

IH-VmVuOOMHz, CDCI3) S 1 . 39 (3H, t , J = 7 . 3Hz), 
3. 1 1 (2H, Q, J = 7. 3Hz), 4. 3 9 (2H. b r s) . 
EI-MSm/z : 17 6 (M + ) . 

Sj^Vs-xWt-l, 3, 4-fTv7^-2-^V) -5- (2-** 

- ru 3 5 9 fl^l 9 *> B8 o » 2 > - 

tlJ 3 Ll'»#yn*+*,x.XT» (1. 4 1g, 2 8 96) SrHftiUft^ 

XH-NMRUOOMH.. CDC 1 3 ) ,11 4 3 - 1. 4 7 (3 H m) 3 2 
9-3. 34 (2H, m) , 3. 9 8 - 3 9 8 (3 H. m) , 7 . 2 0 7 2 0 U 
H m) 7. 3 0 - 7. 3 3 ( 1 H. m) , 7. 6 3 - 7 6 5 ( 1 H. m) , 7 . 7 
6-7.81 (1H, m) . 8. 5 8 - 8. 5 6 (1 H, m) . 
E I -MSm/z : 3 4 7 (M + ) . 

,) l mmlim 4 _ WT y*_,v-2-^) -5- (2-* 

uv£ 'ZiL«^-J-*W^^^^ (o. 97o g ) 

JYq mlUmtFn??^ (9. 7ml) IfitlS^K 

6 9 8 ml) ^nn*;^-^^-^«»^IU 
Tf*tIS^ (0- 9 2 9 g, 10 0%) *Hl#t LT#fCo 

'H-NMR (4 0 0MHz, DMSO-de) * : 1. 3 8 ( 3 H t , J = 7. 3Hz 
) . 3. 32 (2H. 0. » J = 7. 2Hz) , 7 3 7 ( H, .) . 7- 4 0 7. 4 
3 (lH,m), 7. 8 3 - 7. 8 5 ( 1 H. m) , 7. 9 4 - 7. 9 0 ( 1 H, m) , 
8 5 0 - 8. 5 1 ( 1 H, m) , 1 3. 4 8 (1H, b r s) . 
EI-MSm/z : 3 3 3 (M + ) . 

ri#|«20] 5- (4-*^;v-2-t"'Jv» -i- (6-> h*f-3-e 
ij 5;v) - l y— ;v — 3 -*;v^>m^^^^^7-^ 

[0 2 2 7] 
Mb 2 5 ] 




l) [ ?! 2 ( 6 1 _^^v-3-^Vv;V) -5- (4-^;V-2-H-;v;V) -1H- 

ffliE#2 005-3017553 



S&M. 2004-012154 



^-vl 36/ 



;v (1. 6 6g, 4 1%) SrfflfrfcU-C^o 

" 2 hL H1 4 TV' "(sh! .V J 6 ta t 5H. t «. I 7lv."fS , .i 

1=8. 8Hz> , 7 0 5- 7 0 6 (IB - , 7 28 
- 7 2 4 ( 2 H, m) , 7. 6 6 - 7. 6 9 ( 1 H, m) , 8. 10 (1H, d, J 
2. 8H z) , 8. 3 6 (1 H, d, J = 4. 8H z) . 

E I -MSm/ z : 3 3 8 (M*) . 
[0 2 3 0] 

^«^ju f*^fmS 

L*flMt-&«I (0. 2 4 7 5 , 3 8%) S:fei#tLTfet. 

■H-NmV (4 0 0MHz, CDC) 4 S <3H. t, J=7. 2Hz) 

^UH.Io, 86 (1H, »). 8. 0 8- 8. 0 9 (1 H, m) 
, 8. 61-8. 62(1 H, m). 
FAB-MS m/ z : 3 6 8 (M+H) + . 

mlM\ 3- (N-tert-W) 7 5^n^^f ^xf;v 



C0,Me 



[0 2 3 3] 

m 2 6 ] 




[0 2 3 4] 



tert-W^Ml. 4ml) T* U 1 • 5ml)^* 

7 0°C-ei 7B#W*#Lfco »^-f i:^^«^CftL/:o 

iH-NMR (4 0 0MHz, CDCls) 1 0 (9H s) 2 4t ) (2H 

t , J = 6. 6Hz), 2. 8 2 (2H, t, J = 6 . 6 Hz) . 3. 6 7 (3H, s) 



E S I - MSm/z : 16 0 (M+H) + 
[0 2 3 6] 



mtiE# 2005-3017553 



mm. 2004-012154 



^-v: 37/ 



[#**I2 2] 1- (6-^^-3-^^) -5- (2-^^) ~ 1H 
M ? V ~ )V — 3 — fs & >S£ 
[0 2 3 7] 
Mk 2 7 ] 




CO,H 



MeO 

^V5y5-2 i'^t^Jv^mm (1. 5 0g) (8 0ml 

str^^s™ ( ( 5 mi) 5"r!«? 

. *** «ETe*USS<t«-»©«»m» (0. 8 8 3 g, 9 2%) *i#t« ( »t 

nv;v) - l h-h°9V-;v- 3 -*^#>Bft 

[0 2 4 0] 

m 2 8 ] 




MeO 



10 " 4 ~ ] ffiiE#2 005-3017553 



#0 2004-012154 



^-v: 37/ 



[#WJ2 2] 1- (6-^^-3-H-Jy» -5- - 1 H- 

tf 9 V— ;v — 3 — * ^ ^ 
[ 0 2 3 7] 
Mb 2 7] 




C0 0 H 



MeO 

[0 2 3 8] 99^ OTWtF075^ (10m 



i- (2-W^) -l-i*^ (1. 22g) Ofh^F07^ 
lN v***. v»°rj^*n-F 1 OM— Uf-^Alf^ (f'J^f ^v 1 -)^) 7-.-, ■ 



, 4-™*v"^ViU>U^^»l»t» (1. 8 3g, 8 2%) MfrkL 



7 ( \-^%) -iH-^V*HV-3-*W'^f^TJV (1. 05g, 
1 !^! @ ! ^h^oi?) H£«tHi^« 



1 »**«£ET«*tI*M^ii»* (0- 8 8 3 g, 9 2%) *B#tU#fc 

[##^23] 1- (6-^^-3-^iv;V) -5- (l-^-lH-2-* 
n ,j,V) - i h - tf 9 V- ^- 3 - * >&. 
[0 2 4 0] 
[ft 2 8 ] 




/>— CO,H 

N- 



MeO N 

*° a^ f -;v-lH-2-tfnV;V) - 1 > (1. 19ml) f 
f«2 2iPJ*o*S , «Wft^*««* (2 ' 57g ' 

[0 2 4 2] 

ffi|iE# 2005-3017553 



mm. 2004-01215 4- 



^-v: .38/ 



[###.J24] 5- (4->T;7x^) -1- (3-^Vv;V) -iH-tf^/-* 

4-rnWl«7x;> (8. 50g), v^fyxf;v 11. 6ml) ^ 
h.j^xh^ K*fflv,##« 1 6 CO 2 ) t WH»0*ffi-C 4 - (4 - ~7 u * 7 

_2, 4-wvyr/^f^r;Kio. 4 g, 8 1%) Wtulfco 

^H-NMRUOOMHz, CDC Is) * : 1. 4 0- 1. 4 3 ( 3 H m) 4 3 
8-4. 43 (2H, m) , 7. 03 (1H. a) . 7. 6 7 - 7. 6 3 (2 H, m) , 
7. 8 4 - 7. 8 7 (2 H, m) . 
F AB-MSm/z : 2 9 9 , 3 0 1 (M+H) + . 

2/5- U-^n*?^*) -i- (3-*V**) 

^!u-?n,7x,,) -2, (7. 0 

0 g f £ »*« 1 8 » 1 ) O 3 - * K , * ✓ * U * .(2 5 5 g ) M V> T #*« 8 

^2) fcR#o*^5- (4-^«x^) "^^rSSii?, -riS 

v *_ ;V _ 3 _#;V^yi^;i^*:f;V (3. 8 3g, 4 4%) ^#^tffto 
[ 0 2 4 5 ] 

1 H-NMR (4 0 0MHz, CDC Is) * 1. 44 (3H, t J = 7. 1Hz) , 
4. 47 (2H. Q. J = 7. 1Hz) , 7. 07-7. 10 (3H. m) , 7 . 3 4 - 
7. 3 8 (1H, m), 7. 4 7-7. 5 1 (2H, m) , 7. 7 1-7. 7 4 (1H 
m) , 8. 5 8 - 8. 5 7 ( 1 H. m) . 8. 62 (1H. dd, J=4. 8, 1. 6H 
z) . 

E I -MSm/z : 3 7 1, 3 7 3 (M + ) . 

3) l0 5-(4-y777x^) -1- (3-e-Jy» -lH-^^-3-^V 

7 ^ v » ffl * T h^?5- (4-7*n^7x^;v -l- 3-t'Jy^) -1H- 
,/», / _; 1/ _3-^ V ^>ixf;Vx^fJV (1. 50g), v7Wbiifi (0. 2 84 
« rirfT-h9^ (h-J7x^X7^f» A7y^ (0) (0. 2 3 3 g) ON 

N-^f**W75K (3 0ml) 1 0 OfCl 8»BWU. 

W^-m ->tWPM#& (2 3 5 g) Wr>7^X (>'J7xx;v^^7^) ^7y 
ffto) (1 8 6 4 g) tiittLl OOtCTSO^WUc ffifrfe KB** 

nan*, 

7***) - l- _ 1H -tf9y-;v-3-*;v^>m^f-;v^^x;v 

(0. 4 6 Og, 3 6%) trt^r^tL* 
[0 2 4 7] 

1 H-NMR (4 0 0MHz, CDC Is) * : 1. 4 4 (3H t, J = 7. 2 Hz) 
4. 4 8 (2H. 0. , J = 7. 2 Hz) , 7. 16 (1H. s , 7. 3 3-7. 
2H. m) . 7. 39 (1H, dd, J-8. 2, 4. 8Hz) , 7. 6 4 - 7 6 7 ( 
2H, m) , 7. 7 6 - 7. 7 3 ( 1 H, m) , 8. 56 (1H, d, J-2. 4Hz) 
, 8. 6 6 (1 H, d d, J =4. 8, 1. 6Hz) . 
EI-MSm/z ! 318 (M + ) . 
[0 2 4 8] 

J.IS5- (4-y7/7xx;v) -1- (3-^Jy» - 1 U ~ ,{ZtZt~% 
A/^Vtxf^ff (0. 4 5 5 g) Of>5fcK07?> (9m D S 

mSE#2 005-3017553 
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^-v: 39/ 



»t?*«ftV**A-**JW (6 6. Omg) (4. 5ml) »»i8 0M 

1Ut«tT«L«tt» (0. 3 8 4 g , 

9 3 %) £Htf£^ LT#fco 

>H l -NMR(4 0 0MHz, DMSO-de) 5 : 7 5 8 - 7 5 8 ( 1 H m) . 7 
79-7 8 6 (3H, m) . 8. 13-8. 18 (3H, m) . 8 8 7 ( 1 H d 
J=2 4Hz) , 8. 9 6 - 8. 9 7 ( 1 H, m) . 13. 49 (1H, br s) 

EI-MSm/z : 2 9 0 (M + ) . 

[0 2 5 1 ] 
[ft 2 9] 




[0 2 5 2 ] 

nr-e2-7V-5^onn'-j^> (5g) ©4 7%*«» (5 0ml) 

M 2m 7) ^Dnx §e,t-iORj£ift^lEWBR^> 1 ^ A (l 5 g) OtJC (2 0 
mtf»i*STLtSS»tL R^^m^h.^ (3 2 g) »* C8 0m 

I«Wmi2-7'n^5-7no^Jy> (6. 8 g. 9 1%) L"C 



[0 2 5 3 ] 

i H — NMR (400 MHz, CDCh) * : 7. 44 (1H, d, J = 8 . 42Hz) 
, 7. 5 4 (1H, m), 8. 3 6 (1 H, s) . 
[0 2 5 4] 

:yol5-^nf.jr, (6. 8g) O^f*^ (4 5ml . »«* 
7 8 r 7*-4n-F 1 5 6M-n-7f^n7A <7>^sdr^ (27ml) £«Tfe 

v*-«*^«£L *»***«^* 

(3. 2 6g, 5 9%) 

^H-NMR (4 0 0MHz, CDC 1 3) 8 : 2 7 0 (3 H , s) 7 80 (1H, 
dd, J = 8. 4 2, 2. 3 2 Hz) , 8. 0 0 (1H, d. J = 8. 4 2Hz) , 8. 
6 2 (1 H, d, J = 2. 3 2Hz) . 

Vt^L (2. 2 6g) »*9J-*> (10 0ml) M^v-^v^ 

*X (5g) *irax5*ISH*#*, (5-^nn-2-H 1 ;v;v) ^ ✓ ( 

miE# 2005-3017553 
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n^Auiaiu. asm, #**«et**u4- ^-'"Z^-tyvj 0 

: 2> 4 _ Wv ^^xf;VxXf;K4. 12g, 77%) fc«#kU4fc. 

'H-NOUOOMHz, CDC Is) 9 : 1. 4 2 (3H, t J = 7. 0 8 Hz) 
4 4 1 (2H, q, J = 7. 0 8Hz) , 7. 6 4 (1H. s) , 7. 8 7 (1H, 
dd", J = 8. 4 2 , 2. 4 4 Hz) , 8. 11 (1H. d. J = 8 . 4 2Hz) . 8. 
67 ( 1 H, d, J =2. 44Hz). 
EI-MSm/z : 2 5 6 (M + H) + . 

4 ) I 5! 5 (5-^nn-2-^Vv;V) -1- (3-bfVS;*) 

±Sl- (5-^n-2-f-)^) -2, 4-y^V/r/ixf^Xr)V 
10 0m?) (5ml) 1 6 . 5»«Jj»J«U^ ; ^ 

- (^y^v^nn^A) «L5- ( 5 - * n n - 2 - t .U v*) -1- (3 
-evv;v) - 1 h- tf7V-;v- 3 -fj^yWL^^^-r^ (1. 5 g) Sr^o 

iH-NMR 9 (4 0 0MHz, CDC 1 3) * : 1. 43 (3H, t J = 7 . 0 8 Hz) 
4. 46 (2H. Q > J = 7. 08Hz) , 7 2 9 (1H, s) 7. 39 (1H, 
ud J = 8. 3 0, 4. 8 8 Hz), 7. 42 (1H, d, J = 8. 30Hz) 7. 

'( H, dd, J = 8. 4 2, 2. 4 4 Hz) , 7. 83 (1H, ddd. J = 8 
49 2 4 4 1 5 9 Hz) , 8. 41 (1H, d, J = l. 59Hz) , 8. 5. 
(lk d, J = 2. 44Hz) i 8. 62 (1H, dd, J= 4. 8 8, 1. 5 9 Hz 

EI-MSm/z : 3 2 9 (M + H) + . 
[0 2 6 0] 

_h s B5- (5-^nn-2-H')v» -1- (3-^W;v) -1H ;f 
In^F ( 5 7 3 mg) *JP^»-C17. 5 Bf M«# Lfco Rfcfcfc 1 
LtR« i ffc'& J l* (348mg, 76%) fr@#t LT#/c 0 



d 



4 



[0261] v _ 

1 H — NMR (4 0 0MH z, CD3OD/CDC Is) 7. 30 (1H, s j , / . 

33 (1H, s) , 7. 56 (1H, m) , 7. 84 (2H, m) , 8. 38 (1H, m 
) , 8. 5 7 (2 H, m) . 
EI-MSm/z :30 1 (M+H) + . 

limn 6] i- 7 ^-i-^n^r/**w5 Khn^ofti* 

"[0 2 6 3 ] 
[ft 3 0] 



H 2 N CONH 2 



ffi|IE#2 005-3017553 
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l - 7 5 y _ i _->^ n ^>^ yij)V^>m (6 . 4 5 g) <DT V 7 t: Kn 7 7 > (6 
0ml) v t e r t-Wy*^#t- h (12. 0 g) fc 6^7KM^f- F 

';^A 7 JcW (9ml) ^niSSt20B|fWtfco RJS«t^««[m«:lJn^PBftttfc 
LiStuu * ? y*UaZ. frWL t , *M * #ft7K^m^ ^ * v a -ef£& L » ifiSO ft, » 

l«J±mtl-t e r t-yi^y^^T^^-l-^^^^W 
>Bfe*W^o (F AB-MSm/z : 2 3 0 (M+H) + . ) 

&tbtitiljn'tf>WLfc<n :t J?w*** (10 0ml) mm*. 1-HFn^y^W 
Hj 7 V'-;v (10. 2g) , 1 3 - (3-^^T5^nE» 

VA 5 F (1 4. 4 g) , 2 8%7^~T7K (5ml) , S^hUiW? > (1 1 

mi) fcirait^irc 1 6B#n*#Lrt:o M^t^ nn ^^^ u ^ 

im«vny^At«L/; 0 iSSUt£> §It«ETS*Ll - t e r t -7 > 
^y*;v«7?^-l-y^n^>^7*;vW5 F (2. 85g, 2 5%) £t# 
fco (FAB-MSm/z 12 2 9 (M+H) + . ) 

±ia7j;v^^-9-^ F# (2. 8 5g) <T> S J 9 * 9 > (20ml) » F V "7 ;V 
* n gf;R (4ml) * ^ £ 4 B# L 0 RiSiffJtt * fJtffiT® * Ul^b^tJ ( 2 . 1 

6 g, 7 1%) fc&fco 
FAB-MSm/z : 129 (M+H) + . 

[0 2 6 5] ^ 

27] 3-7 5/tfn'J y">- 1 - # ^iXrfl' 1 V 7)Vtnp 

mi 

[0 2 6 6] 
[ft 3 1] 




•TFA 



D 3 _ (N-tert-71^*^) 7 5^'nVyy-l-*^^> 

t? d'J y>- 3 -UK * 5. >Wtt e r t -7f^rJV ( 1 . 8 6 2 g) tF'Jxf 
, v7 ry (1 3 9ml) O^nn^V (2 0ml) *ifcfc, WT^n^V 
v;v (1 4 3ml) ^i£SSt2BlFllfft^o Rl£»#*ttJETS*L# 

mmk, v v * a-ch^l^o «so^ -«^«j±t^*l-3 - _(n - t e r 

t _7^y5!,;V;f-;V) 75 ^ t'n'J i^>- 1 >f ^>V;vx^r;v (2. 6 

7 6g, 8 3%) tlftfcUftfc. 
[0 2 6 8 ] 

1 H — NM R (400 MHz, CDC h) 5:1. 44 (9H, s) , 1. 74-1. 8 
9 (1H, br m), 2. 07-2. 19 (1H, b r m), 3. 19-3. 31 ( 
1H br m) , 3. 4 2 -3. 5 3 (2 H, br m) , 3. 6 2-3. 7 0 (1 H 
, m ) , 4. 13-4. 27 (1H, br), 4. 52-4. 66 (1 H, br), 5. 
12 (2H, s) , 7. 25-7. 41 (5H, m) . 
[0 2 6 9] 

2) «»fb#w . „ 

±|B3- (N-tert-/F^^) 7 ^t 1 n')y>-l-*;V*yf^ 
>i;;viXf;v ( 2. 6 7 6 g) ©y^nn^^V (10ml) 7~y-;V (2 

ml) b YV 7 )V*u%m (8ml) fciflX-M"? 1 HMft^tfeo RjS#J****ETS 

ffi|E# 2005-3017553 
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&LMmfc&® (2. 6 9 1 g, 9 6%) 
[0 2 7 0] 

1 H-NMR (400MHz, DMSO-de) * : 1 . 89-2. 03 ( 1 H, br m 
), 2. 12-2. 27 (l H, br m) , 3. 29-3. 75 ( 5 H, m) , 3. 7 
8-3. 87 ( 1 H, br), 5. 08 (2H, s), 7. 28-7. 43 (5 H, m) 
, 8. 05-8. 25 (3H, br s ) . ESI -MSm/z : 221 (M+H) + . 
[ 0 2 7 1 ] 

[#tW2 8] 2- (N-tert-W75;) 7*^5F 
[0 2 7 2 ] 
[lb 3 2] 



N — \ 

H CONH. 



[ 0 2 7 3 ] 

t e r t -7'f;V7 5 > (0. 9 4 6 ml) <75N, N-/^fHW7< K (8ml 
) MT^»* U A (9 9 3 mg) i/n*7*^5K (8 10mg) CN, 

N-y^f;V*W7 5 K (2ml) if ifc*ftl*.MfC 2 0H#WSM$Lfco 
L> *«»«*«JETS* U $ «b h ^ J. > Srfinx.«JET*»«* L«»ffr&W ( 6 1 
Omg, 7 9%) tflfrfcLTfffc, 

[0 2 7 4] 

1 H-NMR (400MHz, CDC Is) 5 11. 19 (9H, s), 3. 24 (2H, 
s) . 

LC-MSm/z : 1 2 9 (M-H) + . 
[ 0 2 7 5] 

[#t«2 9] 5- (4 -fc Kn#^^- 2 - tTV v;V) -1- (6-^h^fv— 3 
-fcf>j>^v) - l H — tf 7 V— ;v — 3 -ft/i/aK^Bfc 
[0 2 7 6 ] 
[ft 3 3] 




[ 0 2 7 7] 

i) 2 -r-fef-^- 4 ^;vtfy v> 

2 -yo^- 4 - tf a V ^ (4 g) cDv^f-;v^-x;V (6 0ml) #tfcC„ - 7 8 °C 
<^*PT1. 5 8M-n-WJf->A©A+t>»ft (2 2ml) «: 5 ^IB^^TSHT 
L5 5*IW*#Lfeo RJCBtBt*-> N, N-y>Wt^K (3. 3ml) ^ITLifi 
"CI 4. 5W#Lfco RJCS«Ct*fcft»i^>U«:3bn^5-l9LL, 

vh^?7-f- (^^r-9->-I^m^^;v) -cffML 2 -r-fe^;v- 4 ^;vtfv ( 

1 . 8 6 g, 5 9%) SrttrtfcWfc LT&fco 
[0 2 7 8] 

'H-NMR (4 0 0MHz, CDC 1 3) 812. 42 (3H, s), 2. 72 (3H, 
s) , 7. 29 (1H, dd, J= 4. 9 4, 0. 6 7 Hz), 7. 86 ( 1 H, d, J 
= 0. 67Hz), 8. 54 ( 1 H, d, J=4. 94Hz). 

ffiiE# 2005-3017553 
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V4 2 -T-fe^-4-^^;V^ 1 ;^> (1. 8 6g) fc****^** (3- 7 4 

2( 4 _^t^V77>'t^^rJV (3. 8 2g) SrB#£ LT#*- 0 

■H- 0 NMR 0l (4 0 0MHz, CDCls) * I 1. 38 (3H t J = 7. 08Hz) 
,2.51 (3H, s) . 4. 36 (2H q, J = 7 0 8 H z ) 7 4 3 (2 H. 
br ), 8. 0 3 (1H, s) , 8. 6 5 (1H, d. J = 5. 0 1Hz) . 
E I -MSm/z '.2 3 6 (M + H) + . 

3) l ° 5 !(lU.-2-^)v» -I" {6-*Y**'-3-W» -1H- 
v° ^ ^/ w- ;v — 3 — ^ ;V # > Sl^ 1 - ^- )\y^-7sir )]/ 
1^4- (L^V-i-l^V) -2, 4-y^V77>|xf^rM 

1V3!J ) U?T?) (3. 4ml) ^n£2 B #F H m 

5 *ti*t£ «i rl«*«ET«* LW»H#*-** > ( 3 # ) 

oa^a**!i-r*>friS-l R - (A 2 - tfij v^V) -1- a ^ ; ^ 

»«i 5- (4->f*-2-eU?)H -1- (6-J< 3-K"J ✓ 1" 

_5,.5-_^l3-*,W*>®i^^^x*Sr#, ft«>H#t*to*l. 20g (26 

%) 

•H-NMRU00MH.. CDCls) »:1. 4 3 (i IH :. t , J-7. 08H.) 

o q c o } 3 9 4 (3 H, s , 4. 45 (2H, q, J-7. 0 8 H 

' z) 2 - 6 7 5 (IH d J = 8. 7 9, 0 . 6 1 H z ) , 7 . 0 5 ( 1 H. ddd 
T = 5 ' I 1 1 5 9, 0. 7 3 Hz) , 7. 2 3 (IH. t. J=0. 7 3Hz) 
• 24 (IH, s) , V. 67 (IH, dd J = 2 8 1 8. 7 9 H .) . 8 
09 (IH, dd, J = 2. 81, 0. 49Hz), 8. 35 (IH. d, J-0. 49 
, 5 . 1 3 H z) - 

E I -MSm/z : 3 3 9 (M+H) + . 

4 ) I0 5 ! uL*;V^^_2-lfVv;V) -1- (6->>*f-3-tfy**) "1 
H-tf9 /-;v- 3 . _ 

±155- (4-^v- 2 -^;v;v) -i- (e-^*^?^^.:!! 



^"^^S-^vr/fxf^r)!' (7 7 4mg) OtrVV^ (6ml) 
r Sj-TZlBMb^VV (1. 77g) ^12 0tt7BF«Uo RB5 

^H-NmV (4 0 0 MHz, CDCls) * : 1. 43 (3H t J-7. 0 8H«) 
, 3. 94 (3H, s) , 4. 46 (2H, q J = 7 . 0 8 Hz) 6. 78 (IH 

d, J = 8. 79Hz), 7. 3 6 (IH, s) , 7. 7 0 (IH dd J -2. 6 9 
, 8 7 9 Hz), 7. 8 4 (IH, dd, J = 4. 8 8 1. 4 7 Hz) , 8 0 7 ( 

IH, s) , 8. 12 (IH, d, J = 2. 69Hz), 8. 6 6 (IH, d, J -4. 

8 8 H z) . 

tbfE# 2005-3017553 
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E I -MSm/z : 3 6 9 (M+H) + . 

5) l0 5 !(4- t Fn^W^-2-^J^) -1- (6-*Y^-3-^VW 

his- (4 -*;w+*v-2-^;v;v) -i- ( 6 ->h^-3-n-Jy^ : 

i5-Jr/-*-3-***>ixf^^ (i. i4g) ^^^"ri 

JV£^*^*S£* waft. *#*iteT«*L#^^**^v j 

,V-2-E'Uy»-l-(6-^^-3-t'J^) - IH; 11 ^ * 3 * 
;W+^m^+^* + + (2 5 0 mg, 2 3%) »tLcfr/:o 

iH-NMRUOOMH.. CDCls) III. 42 (SH t J -7 . 0 8 -H.) 

q 04 (3H s) 4. 45 (2H, q, J = 7. 08Hz), 4. 72 ( 2 ri , 
' f ' fi 7 (1H d T = 8 7 9 Hz) , 7. 2 2 (1H, ddd, J = 5. 0 
*1 \ 5 9 0 8 5 Hzj , 7 2 5 (IE b) . 7. 43 (1H, dd J = l 
'5 ! 0 8 5 Hz), 7. 67 (1H, dd J = 2 1 3 9 8. 7 9 Hz) 8. 
08 (1H, dd, J = 2. 69, 0. 61Hz), 8. 45 (1H, dd, J-0. 6 
1 , 5 . 0 1 H z) . 
E I -MSm/z : 3 5 5 (M+H) + . 
[0 2 8 7] 

^-^^-7>/^-3-^vr^^^^ (2 5 0 mg) ^fflV.T, ## 
^jl6©4) fcPJ#0^ft-C««ft#W (2 3 2 mg, £*) 
E I -MSm/z : 3 2 7 (M + H) + . 

5- (4-*^.-2-eyy.) -1- <6-*h**-3-tf 
t; Jv-;v) - l H-*r? V-*- 3 - * ;v**>m> +;v^x + ;v 
[0 2 8 9] 
Mb 3 4 ] 



MeO 




C0 2 Me 



i/Si'SUon-S-tfVrs^*) "5- (4-^*-J-HVi'*) -ih 
+ (4. 46g) t3-^n-6-U-7V t>j y/ (3. 6 g) *JB 

9g 2 7%) £T^;V7 r * t Ltftfco 

ffiiE# 2005-3017553 
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1 H-NMR (4 0 0MHz, CDC la) * I 1. 4 3 (3H t J -7. 8 Hz) 
, 2. 4 1 (3H. s) . 4. 4 8 (2H a. J = 7 0 H z) 7 0 7 J 1 H 
m) . 7. 20 (1H, s) , 7. 47 (1H, s) , 7. 69 1 H, d. J-9. 0 

3Hz) . 8. 08 (1H, d, J-9. 03Hz) , 8. 23 (1H, d. J=4. 8 

8 H z) . 

E I -MSm/z : 3 4 4 (M+H) + . 

2) I ?! 9 (6 1 -^h^v-3-e^v^;v) -5- (4-^;v- 2 -^0v;v) -1 

H t^9^-3-*^>«^^^^ (6 0 0 mg) *fl!v>T, #f^^A 
- iH-t'7V-iV-3-*^^f^rJV (4 5 5 mg, 8 
4%) *Hfltfc L-CW^o 

'H-NMRUOOMHz, CDC Is) 5:2 4 0 ( 3 H s) 3 9 9 ( 3 H 
O 4 10 (3H, s), 7. 04 (1H, m) , 7. 15 (1H, d, J-9. J 
8Hz) , 7 21 (1h! s) , 7. 44 (1H, s) , 7. 93 (1H. d. J = 9 

2 8 H z) , 8. 2 4 (1 H, d, 4. 8 8 H z) . 
E I -MSm/z : 3 2 6 (M+H) + . 

3) l 5! 9 (t 1 _*;V^v-2-^U^;V ) 1- ( 6 -^^>-3-^J^) - 

IH-^'/^-S-^^f^f^ (14 7mg) ^fflV>T, ##* I 2 9 
ey^-*) -lH-t:9y-^-3-*;V^>m^^^^^7-^ (64mg, 40% 

) zntz 0 

iH-NMR (4 0 0MHz, DMSO-de) 8 : 3 . 8 8 (3H . s) . 4. 0 2 (3 
u _n 7 49 (1H, d, J = 9. 28Hz) , 7. 59 (1H, s) , 7. 75 

('lH d. J-5. 01Hz) , 8.01 (1H, d, J-9. 28Hz) , 8. 15 

(1H, s) , 8. 54 (1H, d, J = 5. 0 1Hz) . 
E I -MSm/z I 3 5 6 (M+H) + . 
[0 2 9 6] 

J-1B5- (4-*^^->-2-tTU v^) -1- (6-* 
) - iH-H'77-;V-3-^^*^ f;Vl ^^ ;V (6 4mg) *>N, N-i^^* 

i>VMJT^/-;v (3 0mg) , i-^^;v-3- 3-^W^7nk;V) * 
2#y^K (4 U f^wr/ (75,1) »i!9«#L/:oE 

-eillW^D (2 9mg, 4 5%) fcH#t LT#7Lo 

iH-NMR (4 0 0MHz, CDCI3&CD3OD) 5:3 9 8 (3 H s) 4 
09 (3H, s) , 7. 38 (1H, d, J = 9. 28Hz) 7. 74 ( H, dd. 
j = l. 5 8, 5. 13Hz), 7. 8 1 ( 1 H, s) , 7. 9 9 (1H, , d J-9. 
2 8 Hz) , 8. 13 (1H, s) , 8. 5 0 (1H, d, J = 5. 1 3 Hz) . 

ffllE# 2005-3017553 
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[0 2 9 8] 

mmmu n 

2 - eu v^) 

[0 2 9 9] 
[ft 3 5] 



tert-^-1- ( 6 - ^ b * ~> 
1 H — 9 V— ;v- 3 - # /i^^-fl" - K 



tfij /y'^jV) - 5 - ( 




MeO 



#W9©1- (6-.Kv-3-e.J^v) -5- (2-^J^) -lH- 

ii5y-;v-3-*;v«(0. 2 5 0 g) . i 3- < 3 - y *t£^ * 

*^5K*WI(0. 177g) , l-kKo^Vfj7V- 
(0 1 2 5 g) ON N-v^W^7?F (5ml) » tert-7fJV 
7 V> (0. 0 9 6 7ml)WHJ^W^(0. 1 2 9 m l^*^?*"? f J 

-W^^-^ 0 **^^* 11111 ^ (0 - i85g ' 63/o) 

[0 3 0 1 ] 

1 H-NMR (4 0 OMH z , 
s) , 6 . 8 3 ( 1 H, s) 

2 1 (1 H, m) , 7. 2 0 
— 7 . 76 (2H, m) , 8 
EI-MSm/z : 3 5 2 (M + ) 

7G*5Hf : Ci8 H20N6 O2 <h Lf 
Sifrtt : C, 6 1. 3 5 ; H, 5 

mmm : c, 6 1 . 1 9 ; h, 5 

[«Ib2] 2 N- t e ( 4 - * *-2- * V 

[0 3 0 3 ] 
[ft 3 6 ] 



CDC 1 3) 5:1 
7. 12 (1H, 

(1 H, s) , 7. 
3 5-8. 3 7 



4 8 (9 H, s) 



d, J = 9 
5 9-7. 
( 1 H, m) 



0 H z ) , 

1 (1H, 



4. 1 
. 7. 

m) 



2 (3H, 
18-7. 
.7.72 



7 2 
4 8 



N, 
N, 



2 3 
2 3 



8 5 
7 0 



-1- ( 



MeO 




i*W2 ol)5- (4 -fc/W^'f ;V- 2 - tfV -I" (6-^h^~> 3 tf 

y5;v) _ 1H -n'7V-;v-3-^v#>ixf^fJV (2 8 6 mg) iiTfcmftV 
^A-jjcftlfc (9 9. 2mg) ©f F7EF077> (2 0ml) , i^-M2 0 
ml) , Rtf* (2 0ml) 1 8 #W«# Lfc 0 Rfc****fETW*L 

ffiaE# 2005-3017553 
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nh^fzmmz i ( 1 . semi) *tnx^ rjs»***kt«* l 

> i-tKo*W/h';7'/-JI' ( 2 8 6 mg) ON, N-^f^A75 K 
on i ^ **r SSftprt-7*f^7 5> (0- 2 7 8ml) kl-if^- ( 
3-SJUrb*n££ *;U^M U« (3 5 8 mg) ^0HO« 

1^? 7 -f- (t»i*-*-^**>) tiSLgllt^ ( 2 5 5 mg, 7 

6 %) imWt Uffco 

'H-N 3 M°R(4 0 0MHz, DMSO-de) 5 : 1 . 4 1 ( 9 H , s ) 3 . 8 9 ( 3 
H, s ) , 6 . 8 8 (1H, dd, J = 8. 8, 0. 5Hz) , 7 3 7 (1H s) , 

7 3 9 ( 1 H. br s) . 7. 70 (1H, dd, J = 5. 0, 1. 6Hz) . 7 
74 ( H dd, J-8. 8, 2. 7Hz) , 7. 79 (1H br . . 8. 15 
-8. 15 (1H, m), 8.19 (1H, dd, J = 2. 7, 0. 5Hz) , 8. 30 

(1H, br s) , 8. 54 (1H, dd, J = 5. 1, 0. 7 Hz) . 
ES I -MSm/z 13 9 5 (M+H) + . 

WjSfltert-^-S- U rV^V^i^tl^V ( 

[0 3 0 7] 
Hfc3 7] 



MeO 




[0 3 0 8] 

##i9lJ3 0<7)4) ©5- (4-#;W^;V-2-^> -1- (6-> b^fv- 

L 9 tKn77> (4ml) k*. (1ml) U ^ 9 A-**D 

% (6mg) *in*.l. 5R#ISJ«#Lfc«. 1 «5Stm*»* (0. 0 7ml) 

fcill*.*:*, K*#***ffiT**L#fe*Lfc5Wk t e r t-rW5V (51^1 
) fcjBv*T. HJfeflll iira^O^fe-ClRJB^* (1 Omg, 3 0%) o 
[0 3 0 9] 

1 H-NMR (4 0 0MHz, CDCls) S : 1. 49 (9H, s) > , 4. 11 (3H 
s) 6. 82 (1H. s) , 7. 16 (1H. d, J = 9. 38Hz) , 7. 57 (1 
H, dd, J = 5. 01, 1. 71Hz) , 7. 82 (1H. d, J = 9 3 Hz , 
7 9 3 ( 1 H, d, J = l. 7 1 Hz) , 8. 5 3 (1H. d, J = 5. 0 1Hz) . 
FAB-MSm/z : 3 9 6 (M+H) + . 

[iUl]°N-ter t-^;V-5- ( 4 -t Fn*^f*-2-eW) -1 

.(glVRy- 3 - try v;v) - i h- if 9 v-*- 3 - * $ >* 

[0 3 11] 



mtiE# 2005-3017553 



#H 2004-012154 



^-v: 48/ 



Ufc 3 8 ] 




[0 3 12] 

!l 2 9 <7) 5 - 
-k? U - 1 H 

5 y (0. 3ml) ^rfflV^T. 

[0 3 13] 

1 H — NMR (4 0 0MHz, CDCls) 
s) , 4. 7 4 (2 H, s) , 6. 7 5 
H, b r) , 7. 14 (1H, s) , 7. 

7. 5 9 (1 H, d d, 
5 6 H z) , 8 . 4 0 
z : 3 8 2 (M+H) + 



( 4 \ru*(- v^f-JV- 2 - t^J Vfr) -1- (6 3 
_tr 9v r->i/- 3-*^^^» (2 3 2 mg) ktert 

1 H»(&:£fe"?«t«'ffc£* ( 1 3 m g , 5 %) 4: 



4 8 (9 H, s ) , 3 
d, J = 8. 7 9Hz) 
J 



) 



5 : l 
(1 H, 
2 0 ( 1 H, d, 
J = 8 . 7 9, 2 
(1H, d, J = 5 



8 ( 1 H, 
H, d, J = 2 
F A B — M S m 
[0 3 14] 

[mm 5 ] N-tert-W-l- ( 5 - ^ h * v 
,j y ;V ) _ x h - tf 9 V- ^ - 3 - iJ )V^**T 5 F 
[0 3 15] 
Ht3 9] 



9 5 
6 . 

= 5. 0 1 H z) 
5 6 H z) , 8. 
0 1 H z ) . 



(3 H, 
8 6(1 
, 7. 4 
0 9(1 



2 - If V v^) - 5 - (2 - 



MeO 




[ 0 3 1 6 ] 

t^8©l- (5-^ h^rv-2-tf'J -5- (2-tf 1 ;^) 

>/_ ;V _3-#;W-K>m (0. 2 5 0 g) ktert-^WsV (0. 



- 1 H - If 7 
1 9 4ml) 
1 5 4 g, 5 1%) L"C#/c 



[0 3 17] 

1 H — NMR (4 0 0MHz, CDCls) 
s) , 6. 8 7 (1 H, b r s) , 7. 
, dd, J = 8. 8, 3. 2Hz) , 7. 
7 2 (1 H, m) , 8. 0 3 (1H, d, 
, m) . 

E I -MSm/z : 3 5 1 (M + ) . 
[0 3 18] 

mmmei N-tert -y^^-s- 



8 l 1. 4 8 (9H, s) , 3. 8 9 (3H, 
16-7. 20 (2 H, m) , 7. 31 (1 H 
43-7. 47 (2H, m) , 7 
J = 2. 9Hz) , 8. 41-8 



6 7 
4 2 



- 7 . 

(1H 



(6 



( 5 - 1 Kn # v- 2 - tf U >>;v) - 1 
— _ - _ ^ 0 - _ ;v) _ 1 H _ ^ _ N/ _ ;V _ 3 _ ^ ;V ^^ 5 K 

miE# 2005-3017553 



#11 2004-012154 



^-v* : 49/ 



[0 3 19] 
[it 4 0] 




1) [ N- t e'r (5-^y^^>-2-^Jy)H -1- (6-* 

- 3 - try - iH-fyV-^- 3 -a/^*** H 
[0 3 2 1 ] 
lit 4 1] 




#Sfll405- ( 5 -^y>t^>-2-f'j^) -1- (6-> ^J-J " 
-iH-t?9V-^-3-*^^>Bft (0. 2 0 3 g) ttert-7W 
(0. 10 5ml) ^V^»Ui«^N-tert : 7f;V-5 
(5^>-W^>-2-^Jv» -1- - H- 

tf^-jW-S-****** K (0. 195g, 84%)^7^7T^W:o 
1 H — NM R (4 0 0 MHz, CDC 1 3) * : 1. 4 8 (9H, s) , 3. 9 6 (3H, 
S ) 5 10 (2H, s) , 6. 75 (1H. dd. J = 8. 8, 2. 7Hz 6 
2'(1H, s), 7'. 11-7. 12 (1H. m) 7. 23-7. 41 ( 7 H m) 
7. 6 0 (1H. dd, J = 8. 8, 2. 7 Hz) , 8. 12 (1H, d, J -2. 7 
Hz) , 8. 23-8. 24 (1H, m) . 
EI-MSm/z : 457 (M + ) . 
[0 3 2 3 ] 

2 !hlN-ter ( 5 **** v- 2 - VfV -1- (6- 

^ ^v-s-lfVv^) -lH-e9^-3-*^t5 K (0. 19 0 g) O 
(3 9ml) l0%^y7A-Rf ( 5 0 96 we t, 0.19 g 

HH^tJ (0. 1 1 5 g, 7 5%) LT#fc 0 

[0324] s « n a ( n u 

'H-NMR (4 0 0MHz, CDC 1 3) 811. 49 (9H, s) , 3. 9 4 { 6 ti 
s) , 6. 7 4 (1H, d, J = 8. 8 Hz) , 6. 9 6 ( 1 H , b r a > . 7 . 0 5 
(1H, s) , 7. 16-7. 2 6 (2H, m) , 7. 5 8 (1H, dd, J -8. 8, 
2. 7Hz) , 8. 11 (2H, m) , 8. 91 (1H, br s) . 

mm 2005-3017553 



mm 2004-012154 



^-v: 50/ 



E I -MSm/z I 3 6 7 
5B*#tfr : Ci9H 21 N 5 0 3 

Sftflt : C , 6 1. 3 6; 
£M : c , 6 1. 3 5; 

[0 3 2 5] 

[«f0 7] N- 
3 - tT V - 5 - ( 2 

[0 3 2 6 ] 
Hfc4 2] 



(M + ) . 
• 0. 2 



H, 
H, 



5 . 
5 . 



5 H 2 0 fc LT 

8 3 ; N, 18- 83 

6 5 ; N, 18. 74 



(2-kKn^v-l 



'_ ! h - 1: 7 V- - 3 - * ^* ,;3 f t ? F 




OH 



MeO 



(6-*>**-3-*V**0 -5- 
;v) *,V*y^« (0. 195g) . 1 - * Kn * V T (0. 

it (10ml) h'jxW5> (0. 3ml) tt£^2 4ElF«L 

5f#S4 LERSfl:^ (18 0mg, 6 6%) LT#fco 



[0 3 2 8] 

1 H — NMR (4 0 0MHz, CDC 1 3) 



d, 



H, 
H, 



J = 6 . 3Hz) , 3. 96 (3 H, 
. 7 7 (1 H, d, J = 8. 8H z) 
6 (2 H, m) , 7. 4 3 (1 H, d 
dd, J = 8. 8, 2. 7Hz) . 7 
d, J = 2 . 7 H z) 



s : 

s) 
, 7 
d, 



1. 2 6 (6H, s) , 3. 7 2 (2H, 
, 4. 90 ( 1 H, t , J = 6 . 1Hz) 
. 0 3 (1 H, b r s) , 7. 2 
J = 7. 8, 0. 7Hz) , 7. 6 
1 - 7 . 7 4 ( 1 H, m) , 8 . 1 



8 . 4 

E I -MSm/z : 3 6 7 (M + ) . 

0. 2 
H, 5. 
H, 5. 



7 

7 - 8 . 5 0 ( 1 H, m) 



1 - 7 
0 (1 

2 (1 



3 6 
5 2 



5 H2O t Lt 
8 3 ; N, 18 
5 6 ; N, 18 



8 3 

9 5 



Ttfsfrffi : C19 H21N5 Os 
SAMEL : c , 6 1 
£8HfflL : C , 6 1 

[«lfl8] 9 N- t e r t-^V-1- ( 6 3 - tfV 

V v;v) - 1 H - tf 9 V— ;v- 3 - * ^ K 

[0 3 3 0] 
lit A 3] 



5- (2-tT 




[0 3 3 1 ] 

1201- ( 6 -<* ^;v- 3 - tf V >w 



5- (2-H°Vv;V) -lH-^7 
fcBIE# 2005-3017553 



#SI 2004-012154 



^-v: 51/ 



v -_ ;v _ 3 _^;v^>^f-;i,^x;v (0. 2 3 6 g) Ofh?tKn77> (2ml 
) (0. 5ml), X** Clml) ©ft****, M^*»ft'J**A 

-*jft» (4 0 7mg) ^Dxl B*««# Lfco 1 SfcttB***** ( 0 . 07 

oil *W«U J»***^«Ll;- <6-^ 

SfetLfcA^^BIOV^^AttiN. N-^WWT F (4. 0ml) 
-7 sstl _ tKD ify^>7'f'J7V*-^ (0. 166g) , 1-^-3" ( 
?-lw7 5^nt» A^U«(0. 2 2 9 g), Xtftert- 
y W 5> (0. 24 1ml) tti3BK»L/: 0 KJ&«Ki* fc * n n*;V A - > 

n***-**/-*) tllLWI (0. 13 7g, 5 4%) m^7Xi 

^H-NMRUOOMHz, CDC la) 8 : 1. 4 9 (9H, s) 2 . 60 (3H. 
8 ) , 6. 8 4 (1H. br), 7. 18-7. 3 0 ( 3 H , m) , 7 4 7 ( H , 
Vike, J = 7. OH.), 7. 6 3 (1H, d d , = -8 . 1 , 2 7 H z ) . 7 
7 2 (1H, t like, J = 8. 1Hz), 8. 40 (1H, d, J-2. 7 H 
z) , 8. 4 5 - 8. 5 5 ( 1 H, m) . 
ES I-MSm/z : 3 3 6 (M + H) + . 

[0 3 3 4] 
[ft 4 4] 



d 




MeO 



1) f.J7^n^^V*>t6- [5- t e 6 

_^U^_3-^v^;v) -2H-^y-^-3-^v] # 

T ;V=f>#B^T\ »6«N-tert-7fJV-5- (5 - * F ^''jL ? 
vi;v) -1- (6-^^2-^Jy» -lH-^y-^3 ; *mt : 
J f „ 4 7 e ) fctTU v> (1 7 9ml) O^nn^y (49ml) S 

;««LH;7;Vtn^^^>t# (2. 83g, 84%) *H#fc L 

'H-NMR (400 MHz, CDC la) d 1. 47 (9H, s) , 3. 97 (3H 
s) 6 7 9 ( 1 H, dd, J = 8. 8, 0. 7Hz) , 6. 81 (1H, br s) 
7* 2 5 - 7. 2 7 ( 1 H, L) , 7. 5 6 - 7. 6 6 (3 H, m) , 8. 11-8. 
1 2 (1H, m) , 8. 4 1 (1H, d, J=2. 4Hz) . 



EI-MSm/z I 4 9 9 (M + ) 



miE# 2005-3017553 



#11 2004-012154 



y : 52/ 



[0 3 3 7] 

7*=*>MWCT\ l^>7Wh>'J-n-7'W^ (5. 62g) fcrWW 
(bV7x^X7^ ^) ;<7yW(0) (7. 7 0 g) O^nn^^ (6 1m 
l) W^2^Wlllt> ±Eh'J7;vtnp!r/x;v*^6-_[5- 

te'r t-W»^^-2- {6 _^^->_3-e'Jy» -2H-K7V- 
;v _3_^;v] - 3-tru v;v^j^x;v (2. 2 2 g) Ov'^D^> (5 Oml) as- 



^ (l. 5 0g, 90%) b-c#^< 



[ 0 3 3 8 ] 

1 H — NMR (4 0 0MHz, CDCls) 
s), 6. 79-6. 81(2 H, m), 

2 H, m) , 7. 9 5 - 7 
, 8 . 6 8 ( 1 H, d, J 
E I -MSm/z :376 
jtmfttff : C20H20N6 Os 

mmm : c , 6 3. 82 

HilHi : C , 6 3. 76 
[0 3 3 9] 
\MHm 10] N - t e r 
(6 l^rv - 3 - tf 0 V^) 
[0 3 4 0] 
[ft 4 5] 



. 9 7 
= 2 . 

(M + ) 
t Lt 
H, 5 
H, 5 



(1 H, 
2 H z ) 



3 6 
3 2 



£ : 
7 . 

m) 



N, 
N, 



1 

3 



. 4 7 (9 H, s 
3 (1H, s ) , 
8. 0 9 ( 1 H, 



7 
d 



3 . 9 7 
5 7-7 
J = 2. 



(3H, 
. 6 0 ( 
9 H z ) 



3 
6 



t _ 5 - ( 5 - ft ;w-^W >v- 2 - tf 0 - l - 

— 1 H — tf 7 ;v- 3 - * ;v#^r^" 5 K 



H,N 




/^ N -N H 



MeO N 

[0 3 4 1 ] 

j_) 6 _ [ 5 - (N-tert-7f;V) >%fr/**:4 

[0 3 4 2] 
[ft 4 6] 



- (6 -* l^rv-- 3 -try 



HO,C 




1.7 



MeO N 



^ 4 9^-te rt-^-5- ( 5 - v7 / - 2 - ^ 0 v;V) -1- (6-^ 

ffiIE#2 005-3017553 



#11 2004-012154 



^-v: 53/ 



(14ml) tThy^Vuy^y (14ml) fl«C> 1 
tbij^ (9. 30ml) »i7«lll^« 

(N-tert-^) #;w^^-2- ( 6 h 3 - V v;V) - 2H 

tf 9 ^_;v-3-^;H -a^vflfc (0. 5 7 2 g, 7 8%) *H#fc LT#^ Q 

'H-MR (4 0 0MHz, CDC la) * : 1. 4 8 OH, s) , 3. 9 7 (3H 
s) , 6. 8 0 (1H, d, J = 8. 8Hz), 6. 8 7 ( 1 H . s ) . 7 3 6 ( 1 H 

s 7 5 6 (1H, d, J = 8. 3Hz) , 7. 64 (1H, dd, J = 8. 8, 
2 7H.) 8.1K1H, d. J = 2. 7Hz) , 8. 3 2 - 8. 3 5 ( 1 H. m 
), 9. 08 (1H, d, J = 1. 5Hz). 
E I -MSm/z : 3 9 5 (M + ) . 
[0 3 4 5] 

h = B6 _ [5 _ ( N _ t e r t-^f-^) #;W*^;V-2- (6-> h * ✓ 3 K 
A (0. 1 6 9 g) ^fflv^T, ilfJU»»«^ (0. 1 1 6 g, 4 7 

^H-NmV (4 0 0MHz, CDC Is) 5:1. 4 8 (9H , s) 3. 9 6 (3H, 
s) , 6. 7 8 (1H, d. J = 8. 8 Hz) , 6. 8 5 (1H br s) 7. 3 0 
(1H s) , 7. 5 2 - 7. 5 4 ( 1 H, m) , 7. 59 (1H, dd, J=8. .8, 
2 7Hz) , 8. 10 (1H, d, J = 2. 7Hz) , 8. 19-8. 2 1 (1H, m 

) , 8. 9 0 (1H, d, J = l. 7Hz) . 
E I -MSm/z : 3 9 4 (M + ) . 
Jtmfrffi *. C20H22N6O3 t Lt 

mmm:c, bo. 9 o ; h, 5. 6 2 ;n, 21. 3 1. 

HiffiMft-.C, 6 0. 7 4 ; H, 5. 62 ;N, 2 1. 18. 

riittll 1] N-t e r t-7~'f;V-5- (5 -tKn^y^^-2-^jy» - 
^-.f'^-S-^i^) - iH-e 9 ^3-*imt ? F 
[0 3 4 8] 
Mb 4 7] 




T;V^t|L»T, atfllOOl) 06- [5-tert-W*J^-2 
_ ( 6 _^7^.^_3-tfi;^;V) -2H-t"5y-^-3-^H -a^VRCO. 2 
4 5 s) ©f >5KFn77> (4. 9ml)» I^,f7>-Mv^« 
(0 14 1ml) t«TU 2HW»L/;o SfclC, V-fcflSiM (0 
. 2 8 2 ml) ZtotimmW^o 

^; VA _^;- ; v (io*ti) rf^«*Jnx«L, &&2fcflm^v*AT 

miiE#2 005-3017553 



Sfcffi. 2004-012154 



^-v : 54/ 



9 4 



2 H 



(^n^VA-^;-]H T*l«L«WMfrfr« (9 4. Omg, 3 9%) *SH* 

»H-°NM 5 R (4 0 OMHz, CDC Is) * : 1. 4 7 (9H, s) 3 9 4 (3 H 

s) 4 7 2 (2 H, s) , 6. 7 5 (1H, d , J = 8. 8 Hz) , 6 8 3 ( 1 H 

b'r 8) 7 14 (1H, s) , 7. 40 (1H, d. J = 8. 1Hz) , 7. 5 

9 (1H, dd. J = 8. 8, 2. 7H Z ) , 7 7 3 (1 H dd, J = 8 . 1 , 2. 

2Hz), 8. 09 (1H, d, J = 2. 7Hz), 8. 44 ( 1 H, d, J-2 
z) - 

FAB-MS m/ z : 3 8 2 (M+H) \ 

7nfjt5Mfr : C20H20N6O2 • 0. 5H 2 OfcLt 
a^ffi : C, 6 1. 5 3 ; H, 6. 2 0 ; N, 17 
»Htt:C, 6 1. 75; H, 6. 30; N, 17. 79. 

mnWl 2] N— t e r t -7*^-1- (6-> b*V-3-tTV^) "5 

- tf v m—fr) - 1 h- y-;v- 3 - * /utf^-fr 5 p 

[0 3 5 2 ] 
[ft4 8] 



(3 



MeO 




-If 7 V-;V- 3 -*;V*>t'Jf'>^ (1 6 2mg) t e r t ~7f;V7> ✓ J. 1 

12^1) zm^r, mmmi twim^m^mm^m (simg, 40%) *m&t 

1 H I °NM 5 R 4 (4 0 OMHz, CDC 1 3) S \ 1. 50 (9H, s) , 3. 95 (3H 
s) , 6. 80 (1H, dd, J = 8. 8, 0. 5Hz) , 6. 85 (1H. br s) 
, 7. 33 (1H, s) , 7. 51 (1H, dd, J = =8 . , 5 4 . Hz) 7 59 
(1H dd J=8. 5, 1. 7Hz , 7. 68 (1H, dd, J = 8. 8, 2. 7 
Hz) 8 12 (1H, dd, J-2. 7, 0. 5Hz) , 9. 12 ( 1 H. dd, J 
= 4. 9, 1. 7Hz). 
ESI -MSm/z : 3 53 (M+H) + . 

mmmi 3] N-ter t-^^-l- (6-> b*v-3-^ v;v) -5- (2 
[0 3 5 6] 



ffifE# 2005-3017553 



mm. 2004-012154 



^-v : 55/ 



Hb4 9 1 




[0 3 5 7] o , 

2 2 O l - (6-^ f^e/-3-t'Jv;v) - 5 
3 (0. 2 3 2 g) tt 



( 2 - tf 9 v-;v) 
e r t -7'f 5 > (0. 
(1 4 1 mg, 4 9%) 



s) : 
1 3 
, 8 



i) *m^x 

[0 3 5 8] 

1 H — NMR (400 MHz, CDCls) 8 : 
s) , 6. 8 0 (1 H, d, J =8. 8Hz) 
(1 H, s) , 7. 6 1 (1 H, dd, J = 8 
, J = 2 . 4Hz) , 8. 44 (1H, dd, 
H, d, 1 = 2. 4 H z) , 8. 7 4 (1 H, 
E S I -MSm/z : 3 5 3 (M + H) + . 

[*jfc«14] N-tert-W-5 : ( 4- V * 

_^ y^*,- 3 — if y yy-*} - l H-H7V-^ - 3 -fc/i'**^ h 

[0 3 6 0] 

[{1:5 0] 



- 1 H- 
14 8m 



1.49 
, 6. 8 
. 8, 2. 
J = 2 . 4 
d, J = 1 



(9H, s) , 3 
2 ( 1 H, b r 
. 7 H z) , 8. 
1 . 7 H z) 
5 H z) . 



9 7 (3 H, 



7. 3 3 
(1 H, d 
4 9(1 



- 1 - (6 




MeO 



I0 3 6 il 5 - (4-^W5/7x^) -1- (6-* l*v-3-eU^ 

JV _ 3 _^^7| (2 0 3 mg) t t e r t -7f;V7< > 



tjfetfl 7 H#<D#*fc-e«»ffr&W ( 2 0 2 m g , 8 4%) 



###!] 1 

- 1 H-H°77 
(126// 1) t £ffiv>r, 

[0 3 6 2] 

i H _ N MR (400MHz, CDCls) 8 : 1 

s) , 4. 1 7 (3 H, s) , 6. 6 2 (2H, 

6. 9 4 (1 H, s) , 6. 9 9 (1 H, d, J = 9 



d, 



7 (9 H, s) , 
J = 8 . 8 H z) 



b r 



s) 



2 (2H, d, J = 8. 8Hz) , 7 
ESI-MSm/z : 3 9 5 (M+H) + . 

5Hf : C21H26N6 O2 • 0. 2 5H 2 0tL-C 



3 5 (1 H, d, J = 9 



2.96 
, 6. 8 
. 3 H z ) 
3 H z) . 



(6 H, 
9 (1 H 
, 7. 1 



7C5 



: c , 6 3. 2 2 ; H, 6. 6 9 ; n, 



C, 6 3 . 
[0 3 6 3 ] 

[Hifefll 15] N- 



3 3 ; H, 6 . 4 2 ; N, 
t e r t -7*f-;V- 1 - ( 5 



2 1 
2 0 



0 6 . 
9 4. 

^ b ^ ~> - 2 - If 9 v — ;V) 
ffifE# 2005-301 



-5- ( 
7 5 5 3 



mm. 2004-012154 



56/ 



[0 3 6 4] 
[ft5 1] 



_ 1 H — tf 9 V— ;v- 3 — # ;v* ,3 r^ 5 F 




MeO 



##|fl 6 llll- -5- -1H- 

t - 9v *_ ;V _3- AJ V^^ ( 0. 2 2 7 g) ttert-7f)V7 



(0. 1 9 7 g, 7 



> (0. 

3%) £ 



16 0m 



CDC Is) 
7. 18- 



. 5 7 (1 H, 
2 H z ) , 8 . 



m) 
3 3 



o 
7 

7. 7 

(1 H, 



: l . 

. 2 1 
1 - 7 
d, J 



4 9 (9 H, s) 
( 1 H, m) , 
. 7 6 ( 1 H, 
= 1 . 2 H z) 



[0 3 6 6] 

1 H-NMR (4 0 OMH z , 
s) , 6. 8 7 (1 H, s) 
, 7 . 5 5-7 
, d, J = l. 

( 1 H, m) . 
E I -MSm/z : 3 5 2 (M + ) 

5c*fl**f : C18H20N6O2 1 lt 

mW$m : C, 6 1. 3 5 ; H, 5 

«Hi : c, 6i. 27 ;h, 5 

[0 3 6 7] 

i^y-3 - tf i; 

[0 3 6 8 ] 
Hfc 5 2 ] 



7 . 

m) 



8 



. 0 3 (3 H, 

3 (1 H, s) 
8 
8 



7 
3 



8 



(1 H 
3 7 



7 2 
6 8 



N, 
N, 



2 3 
2 3 



5 
8 



j - 1 - (6 




MeO 



[0369] o 

&&W17<D5- (4-^^f^7^7x-;V) -1- ( 6 - * h * V - 3 - t 0 V 

;v f _ lH _if^/-;V-3-^vr/i ( 2 5 3 mg) t t e r t-7"W5> (1 
26^1) «fc«7kH*0*tttWft*» (2 2 6 mg, 7 6%) 

[0 3 7 0] 

i H -NMR (400 MHz, CDC is) 8 l I. 48 (9H, s) , 2. 
s) 3. 95 (3H, s) , 6. 62 (2H, d, J = 9. 0Hz) , 6 
d' J = 8. 8 H z) , 6. 83 (1H, br s) , 6. 9 0 (1 H, 
6 (2H, d, J = 9. 0Hz) , 7. 5 1 (1H, dd, J = 8. 8, 2 
8. 19 (1H, d, 1 = 2. 7Hz) . 
ESI-MSm/z : 3 9 4 (M+H) + . 

tbliE# 2005-3017553 



6 (6H, 

7 3 ( 1 H 
s) , 7. 0 

7Hz) , 



Sfrm 2004-012154 



^-v: 57/ 



7U 



5ftff : C22H27N5O2 fc It 

C, 6 7. 15 ;H, 6. 9 2 ; N, 

mm : C, 6 6. 9 6 ; H, 6. 9 0 ; N, 
[0 3 7 1 ] 

[Hifcfll 17] N- t e r t 5 - 

[ 0 3 7 2 ] 
[4b 5 3 ] 



7 
7 



8 0 
8 7 



(3 -/^f^75 
-;v- 3 -^;v^^r-9-5 F 



-;V) - 1 - (6 




MeO 



[0 3 7 3] 

##«1505- (3-y^W5;7x^) - 1 - ( 6 - ^ 1 3 - * 

;V) - 1 K-HJV-A'- 3 (2 6 4 mg) t t e r t-7f;V7^ ✓CO 
13 9ml) ilwT^WUraW^Ui^» (194mg, 62%) £ 



1 H — NM R (4 0 0MHz, CDC 1 3) 8 
s) , 3. 9 4 (3H, s) , 6. 4 6-6 
1 H, m) , 6. 6 8 (1 H, d d , J = 8 



J = 8. 8 H z) , 6. 8 
H, dd, J = 8. 3, 7 
) , 8. 17 (1 H, d, 
ESI -MSm/ z I 3 9 
[0 3 7 4] 

mmm is] n - t 



4 ( 1 H, b r 
. 6 H z) , 7. 
J = 2 . 2 H z) 
4 (M+H) + . 



: 1 

. 4 
. 3 

s) 
5 1 



s) 



4 9 (9 H, 
) (1H, m) , 6 
2 . 4 H z) , 6 
7 . 0 0 ( 1 H, 
(1 H, dd, J = 8. 



. 2 
, 5 
. 7 
s) 



. 8 7 
6-6 
3 (1 H, 
,7.15 
8, 2 



(6 H, 
5 7 ( 
d, 
(1 
9 H z 



mmm ujN-tert 1 - (6 3 *^*) 

(4 -^f-;y- 2 -ifV v^) - 1 H-t7V-JV- 3 -fc^**** 1 
[0 3 7 5] 
m 5 4 ] 



- 5 - 



MeO 




7©1- (6-> >^v-3-tfU^v-;V) -5- 
^J) (5 6 0mg) ttert-/W^ ( 

16 7^1) iIM7^i«»»l(3 4 0mg, 5 2%) Sr® 

[0 3 7 7] 

1 h — NMR (4 0 0MHz, CDC 1 3) 811. 49 (9H, s) , 2. 39 (3H, 
8 ) , 4. 12 (3H, s) , 6. 8 5 (1H, br) 7. 0 2 1 H. d J -5. 
00Hz) , 7. 12 (1H, d, J = 9. 28Hz) , 7. 17 (1H, s) , 7. 4 

miiE# 2005-3017553 



#11 2004-012154 



^-v : 58/ 



4 (1H, s) , 7. 7 4 (1H, d, J = 9 • 2 8Hz) . 8. 2 0 (1H. d , J- 
5. 0 0 H z) . 

FAB-MSm/z : 3 6 7 (M+H) + . 

N-tert-W-l- - 5- (2 

[0 3 7 9] 
lit 5 5 ] 




MeO N 



y-*- 3 (8 8 Omg) fc t e r t - 7+»T ^ ( 2 1 7 m g) 

x, mm\i tmm^mxwMft&m (s 5 o mg , s 1%) ^^nt^o 

'H-NMR (4 0 0MHz, CDC Is) 8 : 1 . 4 9 (9H, s) 3. 9 6 (3H, 
s) , 6. 76 (1H, d, J = 8. 8Hz) , 6. 84 (1H br s) 7. _18 
-7. 2 4 (2H, m) , 7. 4 4 (1H. d. J = 7 . 8 H z .7.60 ( 1 H, d 
d, J = 6. 8, 1. 9Hz), 7. 7 0 - 7. 7 3 (1 H, m) , 8. 12 (1H, d 
, J = 2. 4Hz) , 8. 47 (1H, m) . 
E I -MSm/z : 3 5 1 (M + ) . 

jt^frffi : C19H21N5O2 1 Lt 

MHfi : C, 64. 9 4 ;H, 6. 02;N, 19. 93. 
mm : C , 64. 9 7 ;h, 6. 06 ;N, 1 9 . 86. 

mmml I] N-t e rt^v-i- ( 6 -^;-3-^y» -5- (2- 

[0 3 8 3 ] 
[ 4b 5 6 ] 




1) N-?lrt-*f*-l- (6-,Fn^-3-^J^) -5- (2-*V* 
)V) -lH-H°7V^^-3-*^*>t5 K 
[0 3 8 5] 



ffiiE# 2005-3017553 



2004-012154 



^-> ? : 59/ 



[ft5 7] 




F (4. 1 7 g, 9 2%) «:l#i:U#f:. 

iH-NMRUOOMHz, CDCls) * I 1. 48 (9H s) 6. 54 (1H 
d, J = 9. 5 Hz) , 6. 7 9 (1H, b r s ) , 7 . 2 0 ( 1 H, 8 ) , 7 . 2 3 
- 7 2 6 ( 1 H, m) . 7. 46 (1H d. J « 2 . 9Hz) 7 1 H. d 

T = 2 9 Hz) , 7. 5 3 - 7. 5 3 ( 1 H, m) , 7. 5 5 - 7. 5 5 ( 1 H, m 
) 7 5 8 (1 H. d. J =2. 9Hz) , 7 . 7 3 - 7 . 7 7 ( 1 H , m) , 8 . 4 
9-8. 51 (1H, m), 13. 28 (1H, br s) . 
E I -MSm/z I 3 3 7 (NT) . 

2) l H;*;llu^>*;V*>'m5- [3- (N-tert-W) 

V f9-truv;v) -ih-^7^-i^;H -2-^jv^f;v 

vt\ r-lH-e9^-3-*mt3 K (3. OOg) iii^H^n^ 

^u>m(5. i8mi) Mv^«M9j)i) *;*?^vrs£*£ 

j _ 1H -tf7y-;v-i-^^] -2-tru^;vi^x;v (3. 2 9g, 7 9%) *B 

iH-N 3 M 8 R 9 (4 0 0MHz, CDCI3) * : 1. 5 0 (9H, s) , 6 . 8 2 ( 1 H . 

\ n oo_ 7 27 (3Hm),7. 61-7. 6 3 (1H, m) , 7 . 
7 7-7. 8 2 (1H, m) , 7. 9 4 - 7. 9 7 ( 1 H, m) , 8. 3 4 8.3 5 1 
1H, m) , 8. 4 1-8. 4 0 (1H, m) . 
E I -MS m/ z :4 6 9 (M + ) . 
[0 3 9 0] 

3 lh*7v^*n>^^*>»5- [3- (N-tert-W) 

_5_ ( 2 -tfUv;v) -lH-f7^-l-^H -2-HV^tM3. 

2 8g) *fflv>T. *»*II9©2) fcratt^^te-CW*^* Cl- 89 ^ 78%) * 

1 H — NMR (4 0 0 MHz, CDC la) S : 1. 5 0 (9H, s) , 6. 8 0 U H, 

ttiSE# 2005-3017553 
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^-v: 60/ 



( 1 H, m) , 
(1 H, m) , 
. 6 2 ( 1 H, 



7 . 

7 

d 



br s) 7. 26-7. 30 (2 H, m), 7. 63-7. 65 
75 (1H, dd, J = 8. 3, 0. 7Hz) 7 . 7 9 - 7 8 4 
91-7. 89 (1H, m), 8. 40-8. 42 ( 1 H, m) , 8 
, J = 2. 4, 0. 7Hz) 
E I -MS m/ z : 
7n*^ff : C19H1: 

mmm : c , 6 5. 

: C , 6 5. 

N-tert-^-l- ( 6 -*;W^;V-3-^v*) -5 
( 2 - fcf V v^) - 1 H - tf 9 V'-JV- 3 - * tf*-* - r 
[0 3 9 3] 
m 5 8 ] 



3 4 6 (M + ) 
NeOttt 

8 8 ; H, 5 

9 3 ; H, 5 



N, 



4 
4 



2 6 
1 5 




**«2 0«>N-t e rt-7-^-1- ( 6 - v TV - 3 - tf U *>U) - 5 - ( 2 - 
t±u5;v) -iH-if77-;v-3-*mt5 F (0. 50g) <d*?j-^ (1 0 

ml) t^Y7^YV-7^y (10ml) WH- M"? 1 > ^ * ^ < 

ffilt-g-^ (0. 3 2 3 g, 6 0%) LT#;fco 
[0 3 9 5] 

1 H — NMR (4 0 0MHz, DMSO-de) 8 I 1. 



H, s) , 7. 3 5 
lH.br s) , 
, 8 . 0 0-7. 9 
, br s ) , 8 . 
FAB-MSm/ z 
[0 3 9 6] 

[Ult^J 2 2 ] 
3 _tfi; y;v) 

[0 3 9 7] 

[f t 5 9 ] 



4 0 (9H, 
( 1 H, b r 



7. 3 9 (1 H, m) , 7. 4 6 

79 _ 7 . si (1H, m) , 7. 89-7. 
(1 H, m) , 8. 0 9 - 8. 1 1 (1 H, m) 
9-8. 41 (1H, m) , 8. 56-8. 56 
3 6 5 (M+H) + . 



s) , 7 
s) , 
. 9 4 

8. 1 
(1 H, 



3 3(1 
7. 7 2 ( 
( 1 H, m) 
3 ( 1 H 
m) . 



N- t e r t -~f*J-fr- 5- ( 5 - Kn^v 
_ i h — t? 7V-JV- 3 — * ^^^r^? K 



2 -If u v;v) - 1 - ( 




[0 3 9 8] 

1) N-tert -y^;V- 5 



( 5 v- 2 -tf U v;v) -1- (3-tf 

ffiSE#2 005-301 7-5 53 
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^-v: 61/ 



i;v;v) - 1 H- t?9 V-fr- 3 -#;V^3r^5 F 
[0 3 9 9] 

[4b 6 o ] 




##i!si)B- (5-^v^v-2-^;^v) -1- (8- ' y*) -1 
H r1Vy-_;v-3-*;V#>m (4. 6 0g) (2- 5 8m 

(4. 6 4g, 7 3%) *S#i fCftfco 

^H-NmV (4 0 0MHz, CDC Is) 5 : 1. 4 8(9H s) 5. 0 9 (2H 
s) , 6. 84 (1H. s) , 7. 13 (1H s) , 7 2 6 - 7. 4 3 (8 H. m) 
, 7 7 3 - 7. 7 5 ( 1 H, m) . 8 . 1 9 (1H, d, J = 2 9Hz) 8 53 
(1H, d, J = 2 . 4Hz), 8. 5 8 (1H. dd. J =4. 9, 1. 5 Hz) . 
EI-MSm/z I 4 2 7 (M + ) . 
[0 4 0 2] 

2)*«ft« ( 5 -^y;V^y-2-^J^) -I" C3- 

l!S-W-^3-**m?K (4. 6 3g) **v*T, WJ6 
(7)2) fcra»«>:£tfcT?»«ft#» (3- 5 5g, 9 6%) 

iH-NMR 3 (4 0 0MHz, CDC 1 3) * : 1. 49 (9H s) . 6. 86 (1H 
U iniv ik v 2 3 - 7. 2 0 ( 1 H, m) , 7. 4 4 - 7. 5 0 ( 

2H I) 7 91 ( Hi d J = 2. 9Hz) , 8. 0 2 - 7. 9 9 (1 H. m) 
. 8'. T 2 '(Ih, d, J = 2. 4Hz) , 8. 50 (1H. dd, J=4. 9, 1. 5 
Hz), 10. 84 (1H, br s). 
E I -MSm/z : 3 3 7 (M + ) . 
7G#^*f : C18H19N5O2 • 0. 2 5H 2 0fcLc 
MMftlC, 6 3. 2 4 ;H, 5. 7 5 ; N, 2 0. 4 8. 

C, 6 3. 1 6 ; H, 5. 4 7 ; N, 2 0. 2 2. 

[**W2 3] N— t e r t-7*»-5- (5->7;-2-f'Jy» -1- (3- 

tr y -^;v) - 1 h - k° 9 y- ;v - 3 - # /nj?**f- * k 

[0 4 0 5] 



ffifE# 2005-3017553 



12 0 0 4 - 0 1 2 1 5 4 V '• 62/ 



6 1 ] 




l) [ ?^;tVn^^>^;v*>m6- [5- (N-tert-/^) *;w^;v- 
«f0 2 2 CON — t e r t -7*^V- 5 - (5 Kn*^ 2 - ^ U » - 1 ~ ( 

«9©1) fcH*0*tt-ChU7^*n^^^^*>«6- [5- (N-tert 7 
#;W^;V-2- (3-^J^» -2H-^y-^-3-^V] - 3 - H U 
^;v^*r;V (2. 9 2g, 8 8%) *l*tLTHfco 

'H-NMRUOOMHz, CDCls) * : 1. 49 (9H, s) , 6. 82 (1H, 
s) , 7. 30 (1H, s) , 7. 39 (1H, dd, J = 8. 2 4. Hz) 7. 
6 3 - 7. 7 4 (3 H, m) , 8. 36 (1H. d. J = 2. 7Hz) 8. 57 (1H 

d> j = 2 . 4 Hz) , 8. 64 (1H, dd, J = 4. 8, 1. 6 Hz) . 
E I -MSm/z 14 6 9 (M + ) . 
[0 4 0 8] 

^In^tn^^^^e- [5- (N-tert-W) ^f^* 
-2- -2H-^V*-iV-3-^V] -s-tTV^^T-^ (2. 

5 1 g) fcffiv^ HJfe0J9*>2) fcra»0^-CS«^W (I- 5 3g, 8 3%) * 

10 4 0 9] . > * Q O f 1 T-T 

1 H-NMR (4 0 0 MHz, CDC la) * : 1. 4 9 (9H s) , 6. 8 2 (1H 
s) 7 3 6 ( 1 H, s) , 7. 4 3 - 7. 3 9 ( 1 H. m) , 7. 66 (1H, dd 

j = 8 3 1 0Hz) , 7. 7 5 - 7. 7 2 ( 1 H, m) . 8. 0 2 - 7. 9 9 ( 
1H. m) , 8. 5 5 (1H, d. J = 2. 4Hz), 8. 6 3 - 8. 6 3 ( 1 H, m) 
, 8. 6 6 (1H, dd, J=4. 9, 1. 5Hz) . 
FAB-MSm/z : 3 4 7 (M+H) \ 
Ttmfrffi: Ci 9 Hi8N 6 0fcLT 

9»«:C, 6 5. 8 8 ; H, 5. 24 ; N, 2 4. 2 6. 
«J«:c, 6 5. 7 0 ; H, 5. 17 ;n, 2 4. 0 9. 

mmnll N-tert-^-5- (5 -*;w^;v-2-^;v;v) -i- 

( 3 - tf V v;V) -lH-t"7V-^-3-*iV^t5 F 
[0 4 11] 



miiE# 2005-3017553 
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^-v : 63/ 




»23l)N-tert-W-5- ( 5 - v T J - 2 - If V *JM ~ 1 " (3 - 
1 fc ra»<^^fe-CHW^» (0. 2 1 6 g, 5 1%) ?r@#t LT#^ 0 

iH-NMR (4 0 0MHz, DMSO-de) 5:1. 39 (9H, s) , 7 3 9 (1 
H. s) , 7. 4 3 (1H. br s) , 7. 51-7. 4 8 (1H, m) . 7. 61 ( 
1H, br s) , 7. 81-7. 87 (2H, m) 8. 13 (1H. br s) 8 
2 8 - 8. 2 6 (1 H, m), 8. 6 1-8. 5 7 (2H, m) , 8. 8 0-8. 7 9 
( 1 H, m) . 

FAB-MSm/z : 3 6 5 (M+H) + . 
7n*^tf : C19H20N6O2 • 0 . 2 5H 2 O^LT 
3BH*: c, 6 1. 86 ;h, 5. 6 0 ;n, 2 2. 7 8. 
nmm: c, 6 1. 5 7 ; h, 5. 3 3 ; n, 22. 5 8. 

imml 5] N-t e rt-W-5- (5-^ h *V- 2 - * U -1- (3 

- tf i; v;v) - l H - tf 9 V- 3 - % 5 F 

[0 4 15] 

MS 6 3 ] 



MeO 




T^rf>»H«T, W2 2«N - t e r t - 7 5 - (5-£ > u 2 

g) W WliFn7?> (6ml) ftftftK. SWC2. 0M- (>'^^vV;V) 



y7^r^Wi(*(0. 4 8 9ml) «TLSfit2 0«#L/: o RJS 

i (6ml) frJniU 2. 0M- (hV**-*^*) y7V7r/^t/« (0 
4 8 9 ml) «TLSfitl5«#L/:c RJfcifc^^-*' (3ml) 



) £H#fc Ltfl/co 

[0 4 17] 
1 H-NMR (4 0 0MH z , 
s) , 6. 84 (1H, br 
, m) , 7. 33-7. 37 



( 0 . 1 4 5 g , 4 5 % 



CDC Is) 
s) , 7. 
( 1 H, m) 



1. 4 9 (9H, 
(1 H, s) , 7 
4 2-7. 44 



s) , 3 
. 2 0-7. 
( 1 H, m) 



8 



(3 H, 
3 ( 1 H 
7 . 7 3 



ttifiE# 2005-3017553 



#12004-012154 



: 64/ 



-7. 7 6 (1H. m) . 8. 12-8. 12 (1H. m) . 8. 5 8 - 8. 5 7 ( 1 H 
, m) . 

F AB-MSm/z : 3 5 2 (M+H) . 

!_ ( 3 _ n° u v ;v) - l H- tf^V-^- 3 > 

[0 4 19] 
[4b 6 4 ] 




1) 



[0 4 2 0] 

T;V=ry#H^,T> Hife$l2 3WN-ter 



t 5 - (5— 



- 2 - \£ V 

(3 _ tf ,)v;i,) - 1 H-lf5y-;V-3-*;vm5 F (0. 9 2 9 g 
j ? t ^Fn77> (19ml) 0TFC1. 0 1 M-**ft*>f V ^ 

0 1 M-7X«4b v ^fvrfWUfAOl« ( 4 . 2 5ml) WL8 0 
frW«#Lfco 4 (10ml) *Jn*.M-<M 5£W*«^ . R 

fe^aatS*^-^ (19ml) T^>#B^T\ »T?**fl:***-*- 

t^flo 2 2 3 g) tiiLII-Cl 3B»nt»bfc« R^^fD»ttH 

9 a ?mm t u u * )v a *in*.a* u *r«» £»«+ > ^ a l « 

-^no*H) -e#d»LW«<fc'fr* (0 
[0 4 2 1 ] 

1 H — NMR (4 0 0MHz, CDC h) 
1 (2 H, m) , 6. 8 5 (1H, b r 

7. 34-7. 37 (1 H, m) , 7. 
-7. 78 (2 H, m) , 8. 39-8. 
2. 7Hz) , 8. 5 7 (1H, d, J=4 
FAB-MSra/z I 3 5 2 (M+H) 



1 5 2 g, 16%) *Wfc£ Lt#f: 



a : 

s) 
4 8 
4 0 



1.48 
7. 1 

(1 H, 
(1 H, 



(9H, s) 
8 (1H, d 
d, J = 8. 
m) , 8. 5 



7 2-4 



, J=0. 
1 H z) , 
1 (1H, 



7 H z) 
7 . 7 3 
d, J = 



2 H z ) . 



7C 



C19H21N5O2 • 0. 25H 2 O^LT 
C, 6 4. 1 2 ; H, 6. 0 9 ;N, 19 
C, 6 4. 2 3 ; H, 6. 1 0 ; N, 19 
[0 4 2 2 ] 

2) N— t e r t 1~ ( 3 - V ^ . 5 K 

*4;V7?^^-2-eyy» - 1 H - * 9 V - * - 3 - * * * * * h 

[0 4 2 3] 



6 8 
6 8 

5- (5- t 



e r 



t - "X Y * v # 



miiE#2 005-3017553 
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^-v: 65/ 




£Si^/-;v (6. 3ml) ifith'jxwr/ (0. 6 1 ml 

WxfiV^nn^M) ^LN-tert-^^V- 
3 _^ ljy;v) _ 5 _ ( 5 -tert-^Ky*^"^.^^-2-li , J/^ 
) -lH-lfr/^-3-*A'm5K(84. Omg, 10%) ^WT^ 

'H- 0 NMR(4 0 0MHz, CDC Is) * I 1. 4 5 (9H, s) 1. 4 9 (9H 
s) 4 3 1 - 4. 3 2 (2 H, m) , 4. 9 1 (1H, b r s ) , 6 . 8 4 (1 H 

r s , 7. 21 (1H. s) , 7. 3 4 - 7. 3 7 ( 1 H, m) 7 47 
' , T _o iHz) 7 67-7. 69 (1 H, m), 7. 72-7. 75 U 
H, m) , 8 3 3 -1: sI'dH. m) , 8. 54 (1H. d, J-2. 4Hz) , 
8. 58-8. 60 ( 1 H, m) . 
FAB-MSm/z : 451 (M+H) + . 

mmilVl N-tert-W-5- (5-7?^f^2-^^) -1- 

[0 4 2 7] 
m 6 6 ] 




HCI 



^»J2 6C02) t#W:N-tert-7^-l- ( 3 - * V -5- (5 

- t e r t -t h*i/#^-A'75 ^ * 2 - * V -IH-^VHV- 

_ (7 4. Omg) i:iM^-^^-«(6ml) 0 

jpiMU *»OTK*WET**L«Mlfl:-fi* (5 5. lmg, 7 7%) *BH*fc L C 

1 H-°NM 2 R 9 (4 0 0MH Z , DMSO-da) * : 1 • 3 9 ( 9 H s ) . 7 . 3 3 ( 1 
H s) , 7. 4 1 (1H, s) , 7. 5 5-7. 5 1 (1H. m) . 7. 8 3 (1H. 

mSE# 2005-3017553 



Sfcffi 2004-012154 



y<-z? : 66/ 



a t s iHz) 7 88-7. 90 (1H, m).8. 00-8. 03 (1H, 

tS B 40 (2H, br s) , 8. 45 (1H, s) , 8. 55 (1H, d, J- 
2.2Hz), 8. 6 1 (1H, d, J=4. 9Hz) . 
FAB-MS m/ z : 351 (M+H) *■ 

[«i«8] »-t.:t-W-5- < 5 -*on-2-tf.Ji>*> -i- (3- 

[0 4 3 1 ] 
[4t 6 7 ] 




(3 4 8mg) ttert -^^5 > (1 9 5 £ 1 ) *fflv* 
HJfeWl fcra^^-CM^W (1 7 3mg, 4 2%) Sr@#fc L"C^o 

iH l -NMR(4 0 0MHz, CDC Is) S I 1 . 4 9 (9H, s) , 6. 8 4 (1H 

br) 7. 2 7 (1H, s) , 7. 3 8 (1H, dd J = 8. 18 4 . Hz) 
7 4 9 ( 1 H d, J = 8. 18Hz) , 7. 74 (2H, m) . 8. 36 1H, 

d 1^2. 08Hz) . 8. 54 (1H, d. J = 2. 08Hz) , 8. 62 (1H. 
d d, J = 4. 7 6, 1. 4 7 Hz) . 
FAB-MSm/z : 3 5 6 (M+H) + . 

immlt] N-t e rt-W-5- (4 ( 3 ~ 

[0 4 3 5] 
Mb 6 8 ] 




vV-lVvt-w-s- (4-vr;7x,.) -i- (s-*y**> -ih 

_tf 9 ;v— 3 — *;v^^-^5 F 

^im\?A<D5- (4->7;7x^V) -1- (3-t°'Jv;V) -lH-t7V-^ 

-f^M^m (o. 4 3 7 Ig) * t e rt-^T;v(om.i)^ 

t\ *iWUP?*©^*»k^* (0. 4 1 3 g, 9 3%) LT^7U 

iH-NmVuoOMHz, CDC Is) S : 1. 4 9 (9H s) 6. 8 2 (1H, 
u 7 i ? (ih s) 7. 31-7. 3 3 2 H, m) , 7. 38 (1H 

b dd .1-8". 1, 4. 9kzl ; 7. 65-7. 61 (3H, m) , 8. 58 (IH 

ffi|iE# 2005-3017553 
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^-v: 67/ 



, d, 1 = 2. 4Hz) , 8. 65 (1H, d d , J = 4. 9, 1. 5Hz) 
E I -MSm/z 13 4 5 (M + ) . 
7C*5-*f : C20H19N5O L"C 

Static, 69. 5 5; H, 5. 54; N, 20. 28. 

mnm : c , 69. 5 3 ;h, 5. 53 ;n, 20. 17. 

[0 4 3 8] 

2) mmik&m 

±|BN- t e r t 
H- fc?7 3 
fet^S^t/ (0 
[0 4 3 9] 

1 H — NMR (4 0 0MHz, DMSO-de) 
H, s) , 7. 3 3 -7. 4 3 (4 H, m) , 
8Hz) , 7. 79-7. 86 (3 H, m) , 



_y^ ;v _ 5 _ ( 4 -y 7 ; 7 x-Jl/) -1- (3-tfVv;V) -1 
K (0. 3 1 4 g) fcfflV^ WJ2 1 hW&<Dl5 
. 1 9 1 g, 5 7%) £B#fcLT#7t 0 



1 H, d, J = 2. 7 H z) , 8 
E I -MSm/z 13 6 3 (M + ) 
7C3H#*T : C20H21N5 O2 • 0 . 

C, 6 5. 2 9 ; H, 5 
5. 4 5 ; H, 5 



1 

5 
0 

6 1 ( 1 H, d d 



s 

7 
8 



4 0 (9 H, 
( 1 H, d d 
(1 H, 
J = 4. 



b 
8 



s) , 7 
, J = 8 
s) , 
1 . 3 H 



.08(1 
. 2, 4. 
8. 5 7 ( 
z) . 



mi 



mmm : c , 6 

[0 4 4 0] 

[«f fl 3 0 ] 
;v- 2 ->f ;v) 
[0 4 4 1 ] 
[ft 6 9] 



5 H 2 O t LT 

8 9 ; N, 19. 03 

7 7 ; N, 18. 9 1 



4 - 



N-tert-W-1- : 

_ 5 _ (2 -tf'jv;v) -iH-t'57-;v-3-*;vmn* 




MeO 



[0 4 4 2 ] 

1) N-tert-W-1- 3, 4 -f 7v7 V*— ;V — 2 — 
^ ;V ) _ 5 _ - 1 H-tT^V'-^- 3 -#;V**3^^ F 

##f!ll9c7?l- (5 -.x^/l^*- 1 , 3, 4-f7^77-;V- 2 -4 ;V) -5- 
( 2 - fcT y v;v) - 1 H - tf 7 V s - ;V- 3 - * ( 0 . 9 1 9 g) itert-7 

fiVT^ (0. 576ml) ^fflV^T, 1 Rltfc N - t e r t -7fJV 

_ i _ (5 _xf;vft- 1 , 3, 4-^77 77-^-2-^^) - 5- ( 2 - fc? V v 
;v) -iH-t°77-^-3-*^^t5 F (1. 0 5g, 9 8%) ^7^7r^t 

[0 4 4 3] 

1 H — NM R (4 0 0MHz, CDC 1 3) d I 1 . 44-1. 48 (3H, m), 1. 4 
8 (9H, s), 3. 30-3. 36 (2 H, m) , 6. 75 (1 H, br s), 7. 
16 (1 H, s), 7. 28-7. 31 (1 H, m) , 7. 61 ( 1 H, d, J = 7. 8 
Hz) , 7. 7 5 - 7. 8 0 ( 1 H, m) , 8. 5 5 - 8. 5 4 ( 1 H, m) . 
E I -MSm/z : 3 8 8 (M + ) . 
[0 4 4 4] 

2) N-tert-7f;V-l - ( 5 - if-;!/*;!/? -i 1 , 3, 4-f7y7V- 
;v _ 2 -^;v) -5- {2-W 9 Jfr) -lH-li77-;i'-3-*Wt5K 

T;v=f>#H^T, ±EN- t e r t -rf*f-fr- 1 - (5 1 , 3, 4- 

ffifiE# 2005-3017553 



#1® 2004-012154 



^-v: 68/ 



II K (1 0 4g) O'^nn^y (2 1ml) iIlf3-^nj*M 
» (0 5 0 8 e )*W3 0^U. RS«IMn^«m^> ^^rt ( 

rt _ 7 ^ ;v _l- ( 5 -xW;V7^;v-l, 3. 4-fTv/ > " ^ - - - - 
) - 5 - (2 -tf 'J " 

0 %) SrHtet Ltfto 
[0 4 4 5] 

1 H-NMR (4 0 OMH z 



x H-tT9V-^- 3 F (0. 8 6 0 g, 8 



CDC 1 3) S 



9 (9H, s) , 3. 2 0-3 
2 0 ( 1 H, s) , 7. 3 
Hz), 7. 79-7. 8 
4 0 4 



1 . 3 8- 
3 8 ( 2 H, m) , 6 . 
5-7. 3 1 ( 1 H, m) , 7 
3 (1H, m) , 8. 5 3-8 
(M + ) . 



1 . 4 1 (3 H, m) , 1 
7 6 ( 1 H, b r s ) , 
. 6 3 (1H, d, 1 = 7 
. 5 4 ( 1 H, m) . 



E I -MS m/ z 
[0 4 4 6] 

3) MMft&W 

±|SN-t e r t-7*f-;V-l- 
_ ;V/ _ 2 -^;V) -5- (2-lf'jy» -lH-tV'/^V- 

850g) <0*9J-fr (17ml) hrf5HFn77> ' 
M^T' 1 m^KSMt^ bVfA ( 8 . 5ml) Srftl x. 1 0 #H 



1, 3, 4-f7y7V 
3 -*;v>-K^-9-5 F (0 
(17ml) ift-frifrifc^ 



(0 . 3 7 9 g, 5 



0%) ttff: 0 
s) 



1.48 
( 1 H, s) 
. 7 5-7. 



(9 H, 
, 7 
7 9 



, 4. 2 
2 7-7. 

( 1 H, m) 



[0 4 4 7] 

1 h — NMR (4 0 0MHz, CDC 1 3) $ 
s) , 6. 7 6 (1 H, b r s) , 7. 1 
, m) , 7. 6 0 - 7. 6 2 ( 1 H, m) , 
- 8 . 5 4 ( 1 H, m) . 
E I -MSm/z I 3 5 8 (M + ) . 
%mfr%f ' CieHisNe O2 S t L C 

»«:C, 5 3. 6 2 ;H, 5. 06 ;N, 2 3. 4 5 

mm%: c, 5 3. 5 3 ; H, 4. 9 0 ; n, 23. 4 5 

limmtl] N — t e r t-7f^- 1 - (6 3 -* ? 



(3 H, 
0 (1 H 
8 . 5 6 



S 

s 



8 
8 



5 
4 



-5- (1 



_^ ;v - 1 H -K°n-;v- 2 
[0 4 4 9] 
[ft 7 0 ] 



• >f ;v) - 1 H 




MeO 



[0 4 5 0] 

##15112 3 CO 1- (6-* l^rv-3-HU v;V) 
;v _ 2 -^;v) - lH-^7 4 /-^-3-*W 
,V7 5> (0. 14 8ml) £fflv-T, 5 
, 5 3 %) 4r@^t L"C#/Co 



-5- ( 1 ~* 1 H- tfn- 

(0. 2 3 2 g) ttert-^f 
RlfllO^jS "eaHH-ffc-frW ( 1 4 7 m g 

tBliE# 2005-3017553 



#0 2004-012154 



oi-V : 69/ 



'H-NMRUOOMH,, C D C 1 .) * : 1 -4 9 ( 9 H. b) 3 4 0 ( 3 H, 
n o a ^ f ^ c ^ 6 01 1H, dd, J = 3. 7, 1. /nz; , o. 
I (1H j'4!' 7 , 6 2 7 Hz) 6 6 9 - 6 7 3 (2H.«0 6 

8 5 (1H, br s) , 6. 9 6 (1H, s) . 7. 4 4 (1H. dd. J -8. 8, 
2. 7Hz), 8. 12 (1H, d, J = 2. 7Hz). 
ESI-MSm/z : 3 5 4 (M+H) \ 
5n*5-*f : Ci9H23N 5 0 2 iiLT 

3*K: C. 6 4. 5 7 ; H, 6. 5 6 ; N, 19. 8 2. 

C, 6 4. 5 7 ; H, 6. 5 5 ; N, 1 9. 7 1. 



[0452] , . , . , ^ * _ o _ 

[ 0 4 5 3 ] 

Mb 7 i] 



MeO 




3-22*S**H ( 2 9 5 m g ) fcN - * Kn ^ * K < 1 1 5m g > 

^,jx W r/ (4 4 6 /, 1 ) ©^on^^ (1 0ml) 1 7*J* 

3 u ^^'^l -i9 vt* ;y^D^n;r/^m (2 9 0 m 
T?™^V 5 5?;i) (20,1) 

ffl^ LaUB/ft'&W ( 1 5 7 m g , 4 4%) *mmi t LT^to 

iH-NMR 5 (4 0 0MHz, CDCla) * : 0 4 4 - 0 5 1 (1 H. m) ,1. 0 
4-1. 12 (1H, m) , 2. 5 9 - 2. 6 6 (1H, m) , 2. 9 7 - 3 0 6 (1 
H. m) , 3. 9 4 (3H, s) , 6. 71(1H, d. J = 8 8 Hz) 7 0 4 ( 
, H s) 7 18-7. 25 (2H, m) , 7. 2 8 - 7. 3 7 (3H, m) (. 
3 7 - 7. 4 3 (1 H, br) . 7. 48 (1H, dd, J = 8. 8, 2. 7Hz) , 8 
. 12 (1 H, d, J = 2 . 7H z) . 
E S I -MSm/z : 3 5 0 (M + H) + . 

mmmlt] n- (c i > - 1 ; (e-^* 

[0 4 5 7] 



miE# 2005-3017553 



#11 2004-012154 



^-v : 70/ 



Ufc 7 2 ] 




! 7 ^!lH4y-^3-^mU (9 2mg) k3 5 
K*»ft (2 0 8 ,1), XtM (1 50, ~* ( * ° 

I47^-lH-«V'-^-3-*^^5K (9 3mg) 

. ?BmT) tiiwUfc. RJS»**«EET«*««^ (9 7mg. 8 2 96) * 

'H-NMRUOOMHz, DMSO-d e ) ail. 2 8 - 1 3 8 ( 1 H m) 1 
. 4 3 - 1. 5 2 (1 H, m) , 2. 8 3 (3H, br s) 2 9 2 (3 H . br 
s) 2 9 9 - 3. 1 1 ( 1 H, m) , 3. 8 7 (3H, s) , 6. 9 1 (1H, d 

U 8Hz), 7. 16 (1H, .). 7. 2 6 - 7 3 3 (2 H m . 7. 36 
1 7 . 45 (3H. m) . 7. 72 (1H, dd, J = -8 . J 2 7Hz) 8 18 
(1H, d, J = 2. 7 Hz) , 8. 6 0 - 8. 6 9 ( 1 H, br), 9. 72-9. 8 
8 ( 1 H, b r ) . 

ES I-MSm/z : 3 7 8 (M + H) + . 

[0 4 6 1 ] 
lit 7 3 ] 




■HCI 



o H 
N -N H \^ 



MeO 

1) [ N- 6 (N' -^>^my*^^')^>-3^^) _!_ 

^ 5 ^_/_ (6-^^-3-e.^V) ^ 
-3-*iVr/i (4 4 3mg) fc##«2 703-75;^v/-l-*^ 

_ (N . _^>y>t^y^v^J^'n'J-7y-3-^v) ~ 1 ~ ( t 
-tfVv;V) - 5-7x^-lH-W-*-3-*^WK(6 3 3mg, 8 

ffliE# 2005-3017553 



#M 2004-012154 



^-v: 71/ 



4%) «r*iM*WfcLT#;fco 

iH-NMR (4 0 0MHz, CDC Is) * : 1. 9 3 - 2 0 8 (1 H br m) 
2 2 1 - 2 3 2 ( 1 H, br m) , 3 . 3 6 - 3 . 4 7 ( 1 H m ,3 .5 0 - 
I'. 64 (2H, m) , 3. 7 6 - 3. 8 4 ( 1 H m) 3 9 5 (3 H, .) 4 
6 5 - 4. 7 3. ( 1 H. m) . 5. 14 (2H. s) 6 7 4 (1 H d . J - 8 8 
Hz) , 7. 00 (1H. d, J = 7. 3Hz) , 7 0 3 (1H, s) 7. 18 7 
. 27 (2H. m) , 7. 28-7. 41 (8H, m) , 7. 50 (1H. dd, J-8 

8, 2. 7Hz), 8. 11 (1H, d, J = 2. 7Hz) . 
E S I -MSm/z : 4 9 8 (M+H) + . 
[0 4 6 4] 

^J"^) -t7x^lH-^y^-3-^m^ (62 2 
mg) ©^-* (2 5ml) 1 M^-x * y - »« U- 2 5ml) fc 

™T£?7>f- (* 1?«lt4b««Mb#« (3 8 8mg, 7 3%) W^c 

'H-NMRUOOMHz, DMSO-d 5 ) *: 1- »«" 2 : 0 ? 'J 
. 15-2. 26 (1H, m) , 3. 16-3. 28 ( 2 H , m) 3. 3 2 3. 4 5 

(2H, m) , 3. 8 7 (3H, .) . 4. 5 7 -4. 6 5 (1 H m) 6 9 0 (1 
w d T = 8 8Hz), 7. 05 1H, d, J = 2. 7Hz) , 7. 2 4 7. d 

l' ( 2H m) , 7 3 5 - 7. 4 2 (3 H, m) , 7. 6 8 - 7. 7 5 (1 H m) . 

8. 16 (1H, d, J = 2. 4Hz) , 8. 66 (1H, d, J = 7. 1Hz) , 8. 

92-9. 16 ( 2 H, br) . 

ES I-MSm/z :3 6 4 (M+H) + . 

r«^35] N — (N' ->fJHfoy v>-3--f JV) -1- (6-^ >^v-3- 

[0 4 6 7] 
Ht 7 4 ] 




MeO 

[0 4 6 8] 



:^l-lH-e?y-*-3-*mt?F«II (2 2 2 mg) , 3 5%* 

L7;vn K*»ft (2 2 0 , 1 ), I« (i |,Vip?2i^L^ Si 

^^5^-3-»*W5F (18 7mg) »^T#f: 0 £*L*v* 

{±iiE# 2005-3017553 



#®I 2004-012154 



^-v I 72/ 



2 



^.x-r^^y-* (»*) lMM-x^-«(0. 5 5 

ml) £flnx.«#U tttSiff^WtW^ (1 9 7mg, 84/6) *&Tz 0 

iH l -NMR 9 (4 0 0MHz J DMSO-de) § I 1. 9 7 - 3. 9 2 ( 6 H m) 
. 83t2. 84 (3H, s) , 3. 87 (3H. s) , 4. 59' • 69fc4. 71 
-4. 81 (1H. m) , 6. 90 (1H, d. J = 8. 8Hz) , 7. 07 H, d 
J = 2 4Hz) , 7. 2 3-7. 3 1 (2H, m) , 7. 3 5 - 7. 4 4 (3 H, m 

\ 7 6 9 - 7 7 8 ( 1 H, m) , 8. 1 7 (1H, d, J = 2. 7 Hz) , 8. 7 
Vfcs'. 83 Jh, d, J = 7. 5Hz) , 1 0. 5 7 - 1 0. 7 3 hl0. 79-1 
0. 9 5 (1 H, b r) . 
E S I -MSm/z 13 7 8 (M+H) + . 

^5_3-tTi;^v^;V) -5- (2-H°Vv;v) -lH-^^-S-***^ 

5 K 

[0 4 7 1 ] 
[4k 7 5 ] 



MeO 




N i>yi^y*iV^^2^f;V77^ (2. 16g) fc 2 . OM^f 
;VT5>on7tKn77«(9. 0 9ml) £fflV>T. «tflUW»0*ttt 

N _ (1 _^^;v#;w^;v-i-^;v^;v) * /w<3 >m^>y>UJ.^7-^ ( 
2 3 3 g 9 6%) fcffl#iUftfco :^>y^r)^ (2. 3 3 g) 
/-;V (50ml) 6 O 2) ^WSt«SL2-7^-2 N, N 

_ hV ^^nft^T? H*»fco i«75 K#t^>9KKn77V (100m 
n r*«l 7k*-fkT^5-^AU^^A (4 5 4 mg) fcflnx. 1 6 HWWL^o 

OOg, 5 8%) «tiat#/:o :o^;r^T5># (0. 6 0 0 g) 

-;l-3-^r/t (0. 2 3 2 g) £ffiv>~T, ilf! 1 ^I^StlM ( 
10 2mg, 3 3%) *mVft Lt#/; 0 

iH-N 4 M 7 R 3 (4 0 0MHz, CDC 1 3) 511.47 (6H s) 2 3 6 (6 H 
s) , 2. 6 0 (2H, s) , 4. 11 (3H, s) . 7 .14 ( 1 H, d . J - 9. 3 
H7 7 18-7. 22 (2H, m) , 7. 29 (1H, br s) , 7. 60 (1 
H d. J = 7 8Hz) , 7. 7 3 - 7. 7 7 (1 H, m) , 7. 80 (1H, d. J 
= 9. 3Hz) , 8. 3 7 - 8. 3 9 ( 1 H, m) . 
E S I -MSm/z : 3 9 6 (M+H) + . 

jtmfrffi- ■ C20H25N7O2 1 Lt 

mmm: c, so. i 4 ; h, 6. 3 7 ; n. 2 4. 7 9. 

*«fit:C. 6 0. 5 5 ; H, 6. 2 5 ;N, 2 4. 5 5. 
[0 4 7 4] 

ffifiE# 2005-3017553 



#11 2 0 0 4 - 0 1 2 1 5 4 ^ v : 73/ 

-s- ( 2 -tfvv;v) -iH-^y^-3-*mt, 

K 

[0 4 7 5 ] 
[ft7 6] 




MeO 

^(I^yvlV^vA^) T5 ;^n^^»^tj2 6 3 g 

f^tV 0 0g, ts%) ^^^^^^tr^-N^ 
uy?> (7 5ml)li«C*fftT^9A'JW (3 MS?-L^it 

) ^n^/W5^ (1. Ug, £*) ?:»fctt^o ^OT^^O. 
a 7 n ^ v**«4o-i- (6-* >^^-3-^ i ;v;V) -5- (2-fcV v>W 
l^f^?5Tv-3-^^'m(0. 23 IB) t«v^«i«ikn*^* 
"CUS'ffc'^ ( 1 0 4 m g , 3 1%) %mVf-£ LT#fco 

^H-NmV (4 0 0MHz. CDC 1 3) 9 I 1. 6 2 - 1. 6 9 ( 2 H . m) , 1. 7 
8-1. 8 6 (4H, m) . 2. 12-2. 19 (2H. m) . 2 3 4 ( 6 H s) 
2. 74 (2H, br a) . 3. 96 (3H, s) , 6. 76 H, dd, J=8. 
8, 0. 5Hz) , 7. 20 (1H, s) , 7. 20-7. 2 H. m) 7 . 4 2 

1H, ddd, J = 7. 8, 1. 0, 1. 0Hz) , 7. 60 (1H, dd J-8. 
8. 2. 7Hz) , 7. 70 (1H. ddd, J = 7. 8, 7. ^8. 2. 0Hz) , 8. 
12 (1H, d, J = 2. 2Hz) , 8. 4 8 - 8. 5 0 ( 1 H, m) . 
ES I -MSm/z : 4 2 1 (M+H) + . 
TGfS^ff: C23H28N6O2 LT 

3tMi:C, 6 5. 6 9 ;h, 6. 7 1 ;n, 1 9. 9 9. 
mm:c, 6 5. 7 1 ;H, 6. 73 ;n, 2 0. 12. 

mmnl] n- a. a-^^trnyyv-s-^) " J~ 

3-^j^-;v) -5- (2-fc?v^;v) -lH-W-A'-S-***^^ 

[0 4 7 9] 



ffifiE#2 005-3017553 



#M 2004-012154 



i? : 74/ 



Kb 7 7 ] 




^fl^yftl (2. oog), ,^^;v^x;v^^ k (2 o Of > 5,^2 - 

^;V7^;;^^f^r;V (1. 0 7ml) ( 2 5 0 ml) fe*l«L*3 

-c Sn.jry*;vr^f^f;v (0. 7 7 0 g, 2 1% 

f~ ^^f^xXrM* (0. 7 7 0 g) ©x^y-jV(15ml)?»U IfeJ 

miii- v v (is. omi) zmx.rn.u-? 1 9 h# kwi^o re^k 1 

ISW (1 i 0-1) ***** ^««™^f^ff?^;l 
f,l,-2-yn^/-;V (20ml) , (1. 0 2 m 1 ) ✓J* 

M^3SS-**i*^»« (1 0ml) 

( 2 -trv^;v) - l H-tfvy-;v-3 (0. 2 3 2 g) Srffiv^c 

«lfcR#0*fetI»^» (16 9mg, 17%) Z®VftLXn*o 

l h-VmV (400 MHz, CDCls) 5 11. 63 (3H, s ) , 1 . 9 



6 ( 1 H, m) , 2 . 
2 . 6 7 ( 2 H , m) 
. 8Hz), 4. 12 
, J = 9 . 3 H z) , 
8 H z) , 7. 7 3- 
E S I -MS m/ z : 



24-2. 32 (1 H, m) , 2. 3 
2. 74-2. 80 (1H, m) , 
' (3 H, s) , 7. 0 8 ( 1 H, b r 
7. 19-7. 22 (2H, m) , 7 
7. 7 7 (2H, m) , 8. 3 6-8 

3 9 4 (M+H) + . 



7 (3 H, s) , 
2 . 9 8 ( 1 H, 
7 . 13 
(1 H, d 



s) 
6 0 
3 8 



9 - 2 . 0 
2 . 5 8- 
d, J = 9 
(1H, d 
, J = 7. 



( 1 H, m) 



[0 4 8 2] -e_ i \ 

-5- (2-h°v^;v) -ih-h-7v-;v 

[0 4 8 3 ] 
Kb 7 8 ] 



1- ( 6 - * > ^ v 
3 K 




MeO 



[0 4 8 4] 

##00 100 1- (6 h 3 - t^J 

-if 9 3 -*^sJf>R (3 0 0mg) 

-;V ( 1 1 5 /i 1 ) ^^V>T, 7 



fc 2 -T S 



_ 5 - (2 -trv v^) - 1 H 
j _ 2 - 1 -~fVL*j 

%U1t^ ( 2 9 3 m g , 7 9 % 



mtiE# 2005-3017553 



#11 2004-012154 



^-v 1 75/ 



[0 4 8 5] 

1 H-NMR (4 0 OMH z , 
d, J = 6. 23Hz), 4. 
z ) , 7. 0 6 (1 H, b r) 
2H, m) , 7. 6 0 (1 H, 
1 6H z) , 7. 7 6 (1 H, 
FAB —MS m/ z : 3 6 9 
[0 4 8 6] 

mmm 40] n - (2-^>^-v 

3 _ tf ij - 5 

[0 4 8 7] 
[ ft 7 9 ] 



OMe 



1 



CDC 1 3) § 
13 (3 H, s) , 
, 7. 13 ( 1 H, 
d, J = 7. 8 
m) , 8 . 3 6 
(M+H) + . 



4 2 
4 . 
d, 

1 H z) 
(1 H, 



(6H, s) 
8 0 ( 1 H, 
J = 9 . 1 
,7.73 
d, J = 4 



,3.71 
t, J = 6 
6 H z) , 7 
(1 H, d, 
. 0 3 H z) 



(2 H, 
. 2 3 H 
. 2 2 ( 
J = 9. 



1 1 f;vxf jV) -1- (6-*Y*^- 




MeO 



eSii&fl^y** (7mg) ^>^fh77> (;-nwM 

W3 9CON- (2-tKn^v-l, l-?;^f JHf -1" (6 ~f JLT^ J 

-eilLlli^* (4 0mg, 7 0%) ilfffclT^. 

10 4 8 9 1 • 1. 48 (6H, s) , 3. 41 

(3 H, s) . 7. 0 4 (1 H, b r) 



(4 0 OMH z , CDC 
5 2 (2 H, s) , 4. 
d, J = 9. 28Hz) 
. 1 . 4 7 H z) , 7. 



1 3) 
1 2 
, 7. 
7 8 



'H-NMR 
, s) , 3. 

12 (1 H, 

J = 7. 8 1. 

1H, m) , 8. 3 6 (1H, d, J=4 
FAB-MSm/z ! 3 8 3 (M+H) + . 
[0 4 9 0] 

mmm a n n- [ or) -3-rwt 

-If V v;V) - 5 - (2 
[0 4 9 1 ] 
[it 8 0 ] 



2 0 (2 H, m) , 7 
(1 H, d, J = 9. 1 
5 2 H z) . 



. 7 3 (1 H, 
6 H z) , 7. 



(3 H 
, 7. 
d d, 
7 6 



( 



-1- (6— 3 



^v) - i H-tf 5V-^- 3 -jJ^^**r 



K 



MeO 




H"0 



>/_;V_ 3 -ftfrtfym (2 9 6 mg) (R) 
yp-h /i/iV^)W*>9l (3 1 lmg) Sr^T, 

ffiIE# 2005-3017553 



1 H — tf 7 

- ( + ) -3-75^7 F7tKn77 



#12 0 0 4-0 1 2 1 5 4 ^- v : 76/ 

144mg, 6 9%) t@#tU#fc, 

[0493] , o o 

'H-NMR (4 0 0MHz, CDCls) * : 1. 96-1. 97 ( 1 H, m) , 2. 3 
3-2 37 ( 1 H, m) , 3. 78-3. 88 (2 H, m) , 3. 96-4. 01 (5 
H ra) 4. 7 3 - 4. 7 6 ( 1 H, m) , 6. 78 (1H, d d , J = 8. 8, 0. 
5Hz) , 7. 11 (1H, d, J =7. 6Hz), 7. 21-7. 24 ( 1 H, m) , 
7. 62 (1H, dd, J = 8. 8, 2. 7Hz), 7. 71 ( 1 H, td, J = 7. 7 
, 1. 8Hz), 8. 11 (1H, dd, J = 2. 7, 0. 5 Hz) , 8. 49 (1H, 
dq, J=4. 9, 0. 9H z) . 
E S I -MSm/z : 3 6 6 (M+H) + . 

jtWMJx : C19H19N5O3 1 Lt 

af^f.C, 62. 46; H, 5. 24; N, 19. 17. 
mmm. : C, 6 2. 4 4 ; H, 5 . 2 5 ; N, 18. 95. 
[0 4 9 4 ] 

MS150 4 2 ] N — (4-7- b9t Kntf9-;v) -1- ( 6 - * > * v- 3 - K V vJV 

) _ 5 _ (2-tTyy;v) - l H-f7V-^- 3 -#;v^-*r5 K 

[0 4 9 5] 

[ft 8 i] 




##^4tf)-i- (6 -* h^rv- 3 -try v;v) -5- (2 -tf'J y;v) -iH-tr 

^y-_ ;V _ 3 -*^^>Bft (2 96mg) 4 -75 7 x h 9 Vu\£y> (1 2 lmg 

) *jbv>-c. i tmm^m^mmit^m (i 8 4mg, 48%) *mfot l c# 

[0 4 9 7] 

'H-NMR (4 0 0MHz, CDCls) * : 1. 99-2. 05 (2 H, m) , 3. 9 
6 (3H, s) , 4. 00-4. 02 (1 H, m) , 3. 54 (2H, td, J = l 1. 
8 2 2 Hz) , 4. 19-4. 24 (1H, m),6. 78 (1H, dd, J = 8. 
l\ 0. 6Hz), 6. 8 7 (1H, d, J =8. 1Hz) . 7. 2 2 - 7. 2 4 ( 1 H 
m ) 7. 44 (1H, dt, J = 7. 9, 1. 0Hz), 7. 62 (1H, dd, J 
= 8. 7, 2. 8Hz), 7. 70-7. 72 (1 H, m), 8. 13-8. 15 (1H 
, m) , 8 . 4 8 - 8 . 5 0 ( 1 H, m) . 
ES I-MSm/z : 3 8 0 (M+H) + . 
[0 4 9 8] 

[^ii4 3] N- (l-HFn^y^fJV-l-y^n^>f^) -1- (6-^h* 
, > _3_ b "ij^-;V) -5 - (2-f'jy» - 1 H - tT 9 V- 3 - * >Hi"f ^ 5 

F 

[0 4 9 9 ] 



mfE# 2005-3017553 



mm 2004-012154 



^-v: 77/ 



UtS 2] 




l-Uert-rh^M-fl'T^) v^n^>^>*;v#>m (3. 12 g 
) ©^>?KKn79> (2 0ml) -1 0 WT> 'J^WV/ (1. 9 

Oml) MOD^VW (1. 7 7ml) »X.10^FWL^ W^X 
£ft****H;*A (1. 5 5 g) <D?k (1 5ml) #**1P^3 0*W«#bfco R 

tiftN- (i_tKn^y^f^-l-->^^yf;v) #;w^,/M 
tert-W«tJK0. 7 5 0 g, 2 5%) tlftkfCifc. 
ir;W£ (0. 7 5 0 g) i:4l^i-vt + f>II (10ml) *ta**»-C3l*il 

*#fco ^OT<>#t##15fl9^l- (6-^^-3-KU^) -5-(2 
_e^v;v) - i H -t"7V-^- 3 -77;W1^H (0. 6 9 6 g) *fflv>T, MMM 1 
ra»©*fe-ClR« i ft#W ( 5 9 2 m g , 43%) *T^;V7rXfc LTftft. 

'H-NMRUOOMHz, CDC h) § '. 1 . 67 — 1. 9 4 ( 6 H , m) ,1.9 
8-2. 05 (2H, m) , 3. 78 (2H, d, J = 5 9Hz) 4. 13 (3H 
s) , 4. 6 3 (1H, t, J = 6. 0Hz) , 7. 14 ( 1 H, d , J = 9 .3 H z ) 
7. 15 (1H, br s) , 7. 19-7. 2 3 (1H, m) , 7. 2 3 (1H, s 
) 7 60-7. 6 2 ( 1 H, m) , 7. 7 3 (1 H, d, J = 9. 3Hz) ,7. 7 
b'CIH, ddd, J = 7. 8, 7. 6, 1. 7Hz), 8. 3 6 - 8. 3 8 ( 1 H. m 
) . 

E S I -MSm/z : 3 9 5 (M+H) + . 
7G*^tf: C20H22N6O3 t LT 

mmm:c, eo. 9 o ; h, 5. 6 2 ;n, 21. 31. 
HiiMii : c, 60. 8 0 ;H, 5. 53 ;n, 21. 3 1 . 

[*ii4 4] N— (rl7tKn-2-75-JW^) -1- (6-^>^'>-3- 
tf,;^^) _ 5 _ - lH-^5 4 /-^-3-*^t5 F 

[0 5 0 3] 
UK 8 3 ] 




y : ;V _ 3 - A ^^(0. 23 l g) tff7tKn-2-77-;^wr/ ( 
0. 12 1ml) *lv>t, ^1 ira^ft^SM (2 5 Omg, 8 4%) 

ffifEijf 2005-3017553 



mM 2004-012154 



^-v : 78/ 



iH-NMRUOOMH.. CDCls) »:l. 60-l. 69 ( 1 H m) 18 
7-1. 9 5 (2H. m) . 1. 9 9 - 2. 0 7 ( 1 H, m) . 3. 3 9 3. 4 5 (1 
H m , 3. 71-3. 80 (2H, m) , 3. 8 7 - 3. 9 3 ( 1 H, m) 3. 9 
6 C3H s) . 4. 06-4. 12 (1H. m > 6 . , 77 ( , d, - ■ 8H 

x 7 21-7. 28 (3 H, m), 7. 43(1 H, d, J - 8 .1 H z J , / . 
6 2 ' ( 1 H , d d , J = 8. 8, 2. 7Hz) , 7. 71 (1H. d dd J = 7 8 . 
7. 6, 1. 7 Hz) , 8. 11 (1H. d, J = 2. 9 Hz) , 8. 4 9 - 8. 5 0 ( 
1 H, m) . 

E S I -MSm/z : 3 8 0 (M+H) + . 

[0 5 0 7] 
[4b 8 4 ] 



MeO 




mg, 2 7%) *SM*fcb-C»;fco 

V-NMR (4 0 0MHz, CDC la) * : 1. 0 3 (0. 5 H m) . 1. 1 0 ( 0 
. 5H. m) , 1. 2 6 (1H. m) , 3. 0 5 (1H. q. J = 5 6 2 H z ) 3. 
qfi (3H s ) 4. 66(0. 5 H, d t , J = 5. 62, 3. 0 5 H z ) , 4 . 8 

5H dt, J = 5. 6 2, 3. 0 5 Hz) , 6 7 7 ( 1 H dd. =8 
7 9, 0. 4 9 Hz) , 7. 15 (1H, br) 7. 2 3(1 H, m) , 7 . 27 (1 
is \) 7 43 (1H, d, J = 7. 9 4Hz) , 7. 6 1 (1H, dd J-8 

?9. V. 69Hz) . 7'. 71 (1H, dt, J = 7. 94, 1. 71Hz , 8. 1 
1 (1H, d, J = 2. 2 1Hz) , 8. 4 9 (1H. d, J = 4. 7 6 Hz) . 

7G*£-#r : C18H16N5 O2 F lt 

ailHt : C, 6 1. 1 8 ; H, 4. 5 6 ;.N, 19. 8 2. 

C, 6 1. 1 2 I H, 4. 6 3 ; N, 19. 6 8. 



Kttwle! n- (i-#;w^;v-i-^;w^v) -i-je-^ 3 
-5vW) -5- (2-truy;v) -iH-^y-;v-3-*^t^ 

[0511] 



ffi«E#2 0 0 5 - 3 0 1 7 5 5 3 



#S 2004-012154 



^-v: 79/ 



[ft8 5] 



MeO 




CONH, 



i/S-U 1 - (6-*l> + *-3-tfJi>*> -5- -1H-*9V 

i^V/«f*xm (3. 8g, 91. 6%) Wtt»iLT#fc. 

■b'-MRUOOMBz, CDC 1 3) *: 1. 2 9 (3H t, J=7 .1H,), 

1 r» («H si 3 9 3 (3 H, s) , 4. 24 (2H, q, J - 7 . IB!) 

' 6 6 Uk, ^ -=8. 8 H z ) , 7. 2 0- 7 2 6 UH ») 7. 22 

tVn ,1 7 4 1 - 7. 4 5 ( 1 H, m , 7. 63 <1H, dd, J-8. 8, 

2 :. 9Hz) ! 6 9-7. 7 3 (1 H, m) , 8 . 1 2 ( 1 H. d. J = 2. 7Hz 
) , 8. 48-8. 50 (1 H, m) . 
E I -MSm/z : 4 0 9 (M + ) - 

HS?N _ ri _ ( 6 -^ v;v) -5- (2-^ i ;v;v) -ih ^.v 



7 i,i-„n 1 i-^^fj^'Jy^f^T^ (2. 0 g) <DT 



* 3 -***°*] -1, l-^^rr/v ( 1. 8 .. 9 5 96) ***:. 

iH-NMR (4 0 0MH.. CDCls) a : 1 . 7 1 ( 3H s > 3 9 6 (3 H 
s) , 6. 77 (IH. d, J = 9. 0Hz) 7. 36 (IH . bra) , 7 42 
1H. d. J = 7. 8Hz) , 7. 61 (IH, dd, J-8. 8. • 7Hzj , ». 
13 (IH, d, J = 2. 7Hz) , 8. 51 (IH. d, J=4. 6Hz) . 
EI-MSm/z I 3 8 1 (M + ) . 

3 J**,*-*: f -l l-W^'J^ (3 5 0mg) t28%7^ 
) W^LT#/; 0 

iH-NMRUOOMH,, CDCls) * I 1.70(6H, s ) , 3 9 7 ( 3 H . 
s) , 6. 78 (IH, d, J-8. 8Hz) 7 2 2 - 7 . 2 9 ( 2 H m) 7 
42 (IH, d, J = 7. 8Hz) , 7. 62 (IH. dd, J-8. 8, 2. 4Hz) 

0 0 5 - 3 0 1 7 5 5 3 



mm 2004-012154 



, 7. 6 9 - 7. 7 3 (lH.ni), 8. 12 ( 1 H. d, J = 2 . 7 Hz) . 8. 5 0 
'(1H, d, J = 4. 9Hz) . 
E I -MSm/z : 3 8 0 (M + ) . 

g -5- (2-f'Jy» - lH-^V^-3-^*H^ 

[0 5 19] 
Hb8 6] 



MeO 




CONH, 



v ^X-3-^;v^>m (2 s omg) tmmn soi-te r i _ 7t^ In 

^ F(lOOmg) *flV>T, |im^WW»i(19 0mg, 6 0 

iH-NMVu 0 0MHz, CDC Is) * : 1. 5 7 (9 H, s ) , 3. 9 4 (3H, 
S ) 6 . 7 3 - 6. 7 5 (1 H, m) , 7. 0 8 - 7. 2 8 (2 H, m) ,7.41- 
7. 76 (3H, m) , 8. 0 5 - 8. 5 2 ( 1 H, m) . 
E I -MSm/z : 4 0 8 (M + ) . 

5E*#*r : C21H24N6O3 ■ 0. 2 5 H2 o Ltr 

ttt: C, 6 1. 0 8 ; H, 5. 9 8 ; N, 2 0. 3 5. 

mmm:c, eo. 9 6 ; h, 5. 8 6 ; N, 20. 6 3. 

3_^,;^;v) -5- (2-trUv^) - lH-t7V-;V-3-*^^t> h 
[0 5 2 3] 
Mfc 8 7 ] 



MeO 




H CONH, 



«S ii- (6-^^>-3-^v;v) -5- (2-ev^v) -1H- 7 

V C Z- 3-*^Vf(3 0 6mg) fc 2 6 CD 1 -7^- 1 " ^Z^CLt 

*;vWt?K>U7;Vtn« (2 5 Omg) *JBv>T, »7t»»i 

»ffrfrW (3 9 Omg, 9 2%) 
[ 0 5 2 5] 

ihLmmu (4 0 0MHz, CDC 1 3) 8 I 1 • 7 5 - 1. 9 0 (4 H, m) 



2 



H-NMR (4 0 0MHz, CDCla) *u V". • ~ 

5 _ 2 2 0 (2 H, m) , 2. 4 0 - 2. 5 0 (2 H, m) , 3. 9 7 (3H s), 
5 3 5 ( 1 H, br s) , 6. 78 (lH, dd. J = 8. 8, 0. 5Hz) . 7. 
q\ (iH. br) , 7. 17-7. 2 6 (3H, m) , 7. 4 1-7. 4 3 (1H, m 

ffifE# 2005-3017553 



mm 2 0 0 4 - 0 1 2 1 5 4 



^-v: 81/ 



) 7 5 9 - 7. 6 1 ( 1 H, m) , 7. 6 9 - 7. 7 4 ( 1 H, m) , 8. 1 2-8 

. 'l 3 (1 H, m) , 8. 4 8 - 8. 5 1 (1 H, m) . 

E I -MSm/z 14 0 6 (M + ) . 

5fi*5Hr : C21H22N6O3 • 0 . 25H 2 0fcLT 

mmm: c. 6 1. 3 8 ; h, 5. 5 2 ; n. 20. 4 5. 

mm:C, 61. 12; H, 5. 381 N, 20. 18. 

[0 5 2 7] 
[ft 8 8 ] 



MeO 




[ 0 5 2 8 ] 

(5 _^^y- 2 -t:-'JyiV) -5-7x-;v-lH-H'7V-;v- 
3 (2 3 Omg) fc*#W2 8*>1- t e r t - ' T * * * I ^ 

loomg) *jbv*t, gttm 5^3) t^Miwtnsmg, 52 

%) *7^77^fclt#fco 

1 H -N 5 MR ( 4 0 0MHz, CDC Is) 8 : 1. 5 7 (9H s) 3 8 7 (3 H 
s) , 4. 2 7 (1. 5H, b r s), 6. 88(1 H, s), 7. 18-7. 37 ( 
7h! m) , 8. 0 0 (1 H, d, J = 2. 9H z) . 
EI-MSm/z I 4 0 7 (M + ) . 

[0530] . , , , , _ , 

r«#ii5 0] n — (c i s -2-#;w^;v<-i-v^n-<>^) -i - (6-> 

F 

[0 5 3 1 ] 
[ft 8 9 ] 




CONH, 



y?X-3-^;V^>m (2 9 6 mg) fc (±) -c i s-2-7U^O^^ 
F (1 5 3. 8mg) gttffl 1 * (13 7 

mg, 3 4%) ^H#fcb-C#^ 0 
r 0 5 3 3 1 

i H _ NMR (4 0 0MHz, CDC1 3 ) * : 1. 83-2. 17 (6H, m) , 3 . 0 
9 (1H Q J = 7. 5Hz) , 3. 95 (3H .) 4. 6 2 -4 6 4 (1 H 
m ) 5. 26 (1H, br s ) , 5 . 8 0 ( 1 H, b r s),6. 77 (1H, d 

2005-3017553 



#11 2004-012154 



^-v! 82/ 



, J = 8. 8Hz) , 7. 2 3 - 7. 25 ( 1 H, m) , 7. 3 7- 7. 3 9 (2 H m 
) 7 6 2-7. 67 (1 H. m),7. 65-7. 72 (1 H, m).8. 08(1 

h' d, J = 3. 4 Hz) , 8. 5 0 - 8. 5 2 ( 1 H, m) , 
E S I -MSm/z : 4 0 6 (M+H) + . 

[^5 1] (6-^ h^~>-3-^;^;V) -5- (2-tf 

!j^ ; v) - i h- tf7V*-;v- 3 -a/u^^s K 

[0 5 3 5] 

Ufc 9 o ] 



MeO 




^-3-Wr/*(2 9 6mg) ky^o/W?> (8 5. 3mg! W>T 
. »lt»*fttHM (2 3 0mg, 6 5%) t@#fcLt^. 

[0 537] „ „ tt > i o 

1 H — NMR (4 0 0MHz, CDC Is) * : 1. 7 4 - 1. 7 7 ( 2 H m) 1. 9 
7-2. 07 (2H, m) , 2. 3 9 - 2. 4 6 (2 H. m) , 3. 96 (3H, s) 
4. 5 9 - 4. 6 3 ( 1 H, m) , 6. 78 (1H, d, J = 8. 8Hz) 7. 09 
1H d j = 8 1Hz) , 7. 21-7. 26 (1H, m) , 7. 4 3 - 7. 4 5 ( 
H m) 7 6 2 ( 1 H d d , J = 8 . 8 . 2 . 7 H z ) . 7 . 7 1 ( 1 H . t d 
, J =7. V. 1. 8Hz) ! 8. 13 (1H. d, J = 2. 7Hz) , 8. 48-8. 
4 9 ( 1 H, m) . 

E S I -MSm/z : 3 5 0 (M+H) + . 
[ 0 5 3 81 

[mifoWS 2] N — (exo-2-Wn [2. 2. 1] ^^v) - 1 - (6-* > 
[0 5 3 9] 

Mb 9 i ] 




MeO 

i%m\l\- (6-^h*v-3-^v;v) -5- (2-e;;v;v) 
y_ ;v _3 _#;v^>m (296mg) !: ex o-2-75;t^n [2.2.1J 
^V/***** (1 7 7mg) ^ffiv^t, (14 5m 

g , 3 7 %) LTffto 
[0 5 4 1 ] 

1 H — NMR (400 MHz, CDC Is) 8 '. 0 ■ 89-0. 93 (1 H, m), 1.3 
0-1 6 7 (11H, m) , 2. 19-2. 2 4 (2H, m) , 2. 5 6 - 2. 5 8 ( 
?H m) . 3- 96 (3H, d, J = 2. 0Hz) , 6. 78 (1H, d, J«8. 8 

mtE# 2005-3017553 



#H 2004-012154 



^-v: 83/ 



Hz) . 7. 0 1 (1H, d. J = 7 . 4 Hz) , 7. 2 0 - 7. 2 6 ( 1 H m . 7 

4 3 - 7. 4 5 (1 H, m) . 7. 62 ( 1 H, dd, J = 8. 8, 2. H ) 7 

'. 7 0 - 7. 7 2 (1 H, m) , 8. 15 ( 1 H, d, J = 2. OH*) . 8. 4 8-8 
. 4 9 ( 1 H, m) . 

ES I-MSm/z : 3 9 0 (M+H) + . 

[ 0 5 4 3 ] 
lit 9 2 ] 



MeO 




y r ;v _ 3 -*^(2 9 6mg) k ^n^-> W £(15 6 £ 1 ) * 

ffiv>T. HJfe^l (18 8mg, 4 8%) ^ftU^o 

1 H- 0 NMR(4 0 0MH Z , CDCls) 5:0 9 6 - 1. 0 4 (2 H, m) , 1. 1 
2-1. 3 0 (4 H. m) . 1. 6 1-1. 7 6 ( 5 H , m) , 3. 3 0 (2 H t J 
= 6. 6Hz) . 3. 94 (3H, s) , 6. 77 H, d J-8. 8Hz) 7 
0 1-7. 0 2 (1H, m) , 7. 2 1-7. 3 1 (1H, m , 7. 4 4-7. ^ ( 
1H. m) , 7. 61 (1H, dd, J = 8. 8, 2 5Hz) 7 71 (1H td 

J =7. 7, 1. 8Hz), 8. 13 (1H, d, J = 2. 5Hz), 8. 48 8. 
4 9 ( 1 H, m) . 

E S I -MSm/z : 3 9 2 (M+H) + . 
mmm 5 4 ] N - N - t e r t - I - ( 6 - ^ * - 3 - * U ^ v 

[0 5 4 7] 
9 3 ] 




MeO 

i#W901- (6-^h*v-3-^v~;V) - 5- (2-^Jy» -1H- 
e ;5-;v-3-^V#>m (3 0 Omg) kN-te rt-^WW^U 
5^1) £J^T. «t«7l:PI*O^Mft« (20 Omg, 54%) *@M*fc 

^H-NmV (4 0 0MHz, CDC 1 3) 5 I 1. 5 4 ( 9 H, s ) 1 . 62 (3H 
s) 3. 19 (3H, s) , 4. 10 (3H, s) , 6. 99 (1H. s) , 7. 12 

mm 2005-3017553 



#M 2004-012154 



^- v : 84/ 



8 1 
d t 
4 1 



4 . 6 4 H z 
J = 7. 8 1 
(1H, d, J 



(1H d, J = 9. 03Hz) , 7. 21 (1H. dd, J = 7. 
7. 55 (1H, d) , J = 8. 06Hz) , 7. 74 (1H. 
1. 7 1Hz) ,7.83 (1H, d, J = 9. 03Hz) , 8. 
= 4 . 6 4 H z) . 

F AB-MSm/z I 3 6 7 (M+H) . 
[0 5 5 1 ] 

m 9 4 1 




5 5mg, 5 8%) 



(5 
' 2 
7 
7 

3 7-8 



0 . 9 9 (9 H, 



x 3 H, s ) , 
. 14 (1 H, 



m) 



6 2 
3 8 



(1 H, 
(1 H, 



4 . 
d d 
d, 

m) 



s) , 3 . 2 7 (2 H, 
13 0 (1/2 x 3 H, 
, J = 9. 3, 0. 5H 
j = 7 . 8 H z) , 7 . 



, mm 7 1 nm^m^mm^m ( 1 

[0 5 5 3 ] 

1 H — NM R (4 0 0MHz, CDC Is) 
d> J = 6 . 6Hz) , 4. 12 8 (1/ 
s) , 7. 0 4 - 7. 0 9 ( 1 H, m) 
z) , 7. 19-7. 3 0 (1H, 
7 3 - 7. 7 8 (2 H, m) , 8. 
E I -MSm/z : 3 6 6 (M + ) . 

2 _ tf ij - i h- tr 9 v-;v- 3 - * - > 

[0 5 5 5] 
[ft 9 5 ] 




MeO 



#*£5»1- <6-****-3-^^*) 5 (2-^)^) -1H- 
,. 9 ^ ;v _ 3 _^(2 9 7m g ) fc V 9 u * * 7 * ✓ ( 1 0 9 m 1 ) * « 
V^T, 7 B#©^fet?»«ft#« (2 7 4 mg, 7 5%) 

10 5 5 71 CDCls) 8 : 1. 5 0 - 1. 7 5 (6 H, m) ,20 

(3H, s) , 4. 4 2 (1H, q, J = 7. 2H 
0Hz) , 7. 13 (1H, d, J=9. Hz 
7 2 6 ( 1 H, s) , 7. 6 1 (1 H, d, J 
(2H, m) , 8. 3 7 (1H, d, J = 3. 9H 
ffifiE# 2005-3017553 



1 H-NMR (4 0 OMH z , 
5-2. 13 (2H, m) , 4. 13 
z) , 6. 9 0 (1 H, d, J = 1 0 
) , 7. 20-7. 21 (1H, m) 
= 7. 8Hz) , 7. 74-7. 76 



mm 2004-012154 



^-v : 85/ 



z) . 

E S I -MSm/ z : 3 6 5 (M+H) + . 

;v) -lH-t"7 V- JV- 3 - * ^ 
[0 5 5 9] 
lit 9 6 ] 



MeO 




B«<0*ftt?e!«<t-&» (15 8mg, 4 3%) SrgfttLth*:. 

•H-NmVuOOMH.. CDC is) j: S. 8 <SH, s, 6 8 0 (IE, 
rl T-8 6Hz) 7. 12-7. 16 (1H, m), 7. 22 7. J U i n. 
m) 7 3 6 - 7 3 9 (3 H, m) , 7. 4 6 - 7. 6 2 ( 1 H. m , j 6 B 
, „' jj t-s c ? 7 H z) 7. 70-7. 76 (3 H, m), 8. 17 ( 
1h. d. d ji2 7H.> . I llS. 62 (!H, »). 8. 77 (1H, s) 

ES I-MSm/z : 3 7 2 (M+H) \ 

mmmll] n- <2->f.;**) -1- c6-^*->-3-f; **) -5- (2 

[0 5 6 3 ] 
Mb 9 7 ] 



MeO 




3 - * < 2 9 6 m g) k 2 - T 5 7 * MJ v £ (3 1 1 m g) 

1 R&0:frfc^«S>ffc^ (17 8mg. 4 8%) «r@#fc LT^Tio 



1 H — NMR (4 0 0MHz, CDC 1 3) 913. 96^ 3H, s) . 6. 80 (1H. 
d J = 8. 8 Hz) , 7. 0 7 (1H, ddd, J = 7. 4, 4 9 1. H ) - 
?! 2 4 - 7. 2 9 ( 1 H, m) . 7. 35 (1H, .) , 7. 44-7. 4 (1H. 
m 7. 6 9 - 7. 7 5 (3 H, m) , 8. 11 (1H, d J = 2. 9 Hz) , 8. 
33-8. 34 (1H, m) , 8. 3 8 - 8. 4 0 (1 H, m) , 8. 5 3 - 8. 5 4 ( 
1 H, m) , 9. 4 2 (1 H, s) . 
E S I -MSm/z : 3 7 3 (M+H) + . 

mfE# 2005-3017553 



#B 2004-012154 



^-y : 86/ 



^ prp2oo«i \z'$mmit&m<omWLi f* i £*nxT3 7*c c 2 *™«^_" 

^>2 »LTW«*^L/:o A«WI±PAM- (SSR 

[»2] 7 i^t^>yt^-l (COX-1) ^^.nt^>^^*-2 
emical C o mp a n y ©C 0 Xffifl^ 'J -^^ T ^ ? u ? 

(E 1 1 ma n) SMS 2 0 Op 1 i«tft. 6 0 »B8.at-#» O^*- 
nmT»*Kii£Lft. 

, /fflgtt MM<t» 5 0 , MM W C O X - 1 i WiC O X - 2 OE 

a CDjtfeS^ 1 0 0 % b/io 
[0 5 6 8] 



mtiE# 2005-3017553 



#11 2004-012154 





v-j ^ — ^ HIL /JM/x 

>t3: ^ 4i*n £b|f /Ar m 

I C 50 v n JVL; 


S 0 tiMK^3^5 

V_y JLo J.YJL iv— ' ' y 

c o x - i ia#f^ 


5 0 ftMttit^ 
C O X - 2 |fi#f£ 


4 


U . 1 Z 


- 1 . 5 


-1.9 


8 J 


a air 


- 3- 3 


3. 1 


1 3 


a air 


13. 9 


9. 2 


1 5 


a n o q 
U . U z y 


3 9. 5 


6. 9 


2 2 
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